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$ — ^ >/tyM<Dvt>^< H^^bTV^guanine nucleotide-binding protein 
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■*\ mu^7?-mfc^zttT&7>tt>xmm<Dmx\z£z>, m^mmiz 

±M(D&o\z^mtemMG?>n?n&'&m\/^$-$>/\?n 

>A°^K^7^«^-(D^^^H^Z3-F-r^^U^^U'^H (DNA. RN 
Afei^nSOgifl:) ^^W-r^^U^^l/^^H (DNA, RNA^fi 

25 ? mnmrnte* mG^y/^^m^mu^y°^-^>^^n^rz 
\&t(Dt&<Dmmfe* iG ^ >/\° ^ Kit^gy u-fe > a ^ k t> b < tt-^-cDgp 
ft*-??- bi£fzfc^r<DmzMTz>m$. f&Gfynzngk'&m ut7^-^>A o 
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(s) ±is (?) &ffi<Dm&^2*—^f&&&&2-&ftmnfc&ft* 

o) ±sh (s) tmmmmm^mmis. ±ga cd ib®^g^>/^k 

5 (10) ±fB (1) IBife©G^>7^M^tSMl/-fe^-^>/^«feb<« 

±12 (3) SBileODSB^^H^fctt-^OiS^WbT^SESS. 

(11) ±13 (4) gE*c©2tfl) ^ H^tbT^r^ 

(12) _LK (1) fB«fe©G^>/^M^tSMU"fe^-^>./^Sfeb<« 
±13 (3) fB«^^^7°^F^rc«-^©^{C^T^irL{*> 

10 (13) ±fB (1) |B«(Z)G^>7^K*^MI/-fe7^-^>^i 7 K©>'^^ 
Mc^^^fettfbT^+fn^T^^ilB (12) f3«g©fei#:, 

d4) ±ib (i 2) tm.(Dm^^mvxt^mmm. 

(15) _LfB (1) f3«c©G^>7^M#fc^Ml/-fe37°^-^>/^K : bb<« 
±13 (3) $zm(Dfflft^^\ i &fz.\Z^<Di&&m^&^£lZ£V®t>n?Z>±m 

is (i) mmcoG?>j^t7n&'&mu±7°?— ^y/^^n^t^^^mznT^') 

(1 6) ±13 (1 5) fBficOG^>A^«^tSMHz^-©U7J>H^^W 

d7) ±sb (i) %mcoG?>nzm^'&mv^7°$-?>/^nib^<te 

20 ±13 (3) $m(Dffift^7^\*&r^Z^O&&m^&ZL£*%fWL£lT2>±ft (1 

(18) ±13 (1) fB«0G^>A^H^tSMl/iry^-^>/^K : bL.<« 
±13 (3) |B*Offl5^^H*fctt^©tt[«:fflVi5C:i*#tRt-r*U^>K 

25 t±E (i) mm<DG^y^^m^mu-^y^~^>^^n^ti^(D^^(D 

(19) ±13 (1) f3tt©G^>A°^^^l/-fe^-^>/^Mt>b<« 
±13 (3) iB«©gB^^h*Sfc«^©m^^TS^i:*#mt-rS'J^> 
F<h±f3 (1) |5ttOG^>/l^K*SSHr^— ^>/^^MSfctt-e©4S«ii 
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(2 0) ±10 (18) mU<DX? U-->^?i*7c«±IH (19) fS$jc£>7. 

77 u-fe zf $ - $> yn zn^tc t <D®i&&*m it ts -tt^ it-sw^ 
(2i) _hiB (is) tBfJc^x^ u-^>^ffi*^«±te d9) mmcox 

2 U — ->^ffl^y K£ffl^Tf#6n55 U#> F^JifB (1) IBiScCOG^>/\° 
^ K^fc txM 1/ -fc 7° ^ - ^ > /1 9 M £ 7c CD m. £ <D%£ £ ^ ft £ i± £ ffc^ £ 

10 (2 2) _hfB (4) fem^U^Ix^F^/WX MJ >5>x> Hte&#T 
T/W 7' U Xf £ # U ^ ? K > 

(2 3) _tfS (4) &m<DtfVZ?Utt\*iitett1tifc&MmM2z1t\Z- ! t<D-- 

(2 4) _LfB (4) |3«©#»J^^U'*^H*fctt-?-0— ffiSffl^Sd^Sr^ 
15 Wl.L-tZ>±m (1) iBi©G^>/^g^SH:^-^>/^lOmRNA 
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(2 6) JifB (2 4) l£fzlt (2 5) gB«©j£*:#ffi£ffi^S T 
20 £_LfB (1) |E«0)G^>/1^K^tSS^-t:^— ©«Rfii**Mji-rs^*©^»r 

(2 7) JtSE (2 4) lBtc©3£S^iiSrffl^^CltSr!t#^tTS±e (1) MB 

i£cD g 37 y/i ? n$k®m i-t 7 ? - $ >a y idii^tit $ ft^sfc 

tt CO jtg © X 2 U - - > ^ & , 
25 (2 8) _hf3 (2 5) I3^©^»^?i Z. £l £^ifc£T3£BMI&C;fctt 

S±I2 (1) tamc^G ^>A 0 77M^S^^-fe^-37-5 7 >/ N N°^Kft^^^$ii- ; 5^ 
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(30) ±fs (2 8) mm<nx? v-->?*xm&m^Tnt>n-5z>mmmiz 
&ifz>±m (i) mm<DG?>^pn^9Lmu^y°?-¥>n?mm£mk:£^ 

5 (3D _his (27) mm<Dx?v-->s/jjm$:m^Tnznvz>±m q 

(32) _Li2 (2 8) mm<D7.?v-->?jjmzm^Tnzn-oz>mMmiz 

(33) _h§B (i) tm<DG? >A?nm9:mu j ty°?-$?>/^t7n<bL< « 

^-©ig^fe«_hfa (3) fB®M^:/^Kfeb<tt^<Di&£, OTMi^ 
S*$^5^t^tit5±!B (17) IH«OU^f>l<CDft3t^r&, 

(34) (i) _hfa (i) um^Gzynzmmzmis^z-zy^zmib 

15 b<»^<Z>i&£fcte±f3 (3) gBSfc^^^F&L U#>F 
i*S5«S-i±fc»'&t, (i i) ±m (1) &tiL<DG9>MK#k®mv*.'7& 
-^>A°^Sfeb<«^©m*7c«±f3 (3) f2«©g^^y^Ffeb<«^-© 
i& £ , U ^ > H 43 <t rflKIftfc^* <fc Sri&te S 1f-fc» £• £: © itm ?tft o z. t 
£-r£-hfB (18) fBtScOX^U— ->^fe, 

20 (3 5) (i) mm^fcVfiy F£-kfB (l) f2*£CDG^>/^Jt5£&§!iI/-fe 

■7°^-^>/\°^Kfeb< «^-<£>i££fc«:±6a (3) IB^CD|f[5^^y^Ht)b< 
^-©^fc^M^-yrfe^i, (i i) ™bfcU#>K;fe«fctmSfcte^£-tSa 
(1) IBic©G^>/^«*^Ml/-fe^-^>A^Kt)b<^coJ^^fe«± 
fB (3) IBm©^^y^Kfeb<«^©±^^M$-t±fe^(ri5^^, «fib 

25 fcU;tf> KcD_hfB (1) IBK©G^>yN°^K^^l/-fe^^-^>A 0 ^®t)b< 
«^©^^fc«±IB (3) mm(Dfflft^7°^F%V<iZ^(DmzttTZ>n£&m$: 
®imis, ttKt5Ct^!||ttt5'J^>Kt±g (1) IB«©G^>/^K^ 
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(36) ( i ) mm t fz u # y k £±sb ( i > ism© g ^ ynzmmzm u-t 
7?-?>rt?n&^T2>fflmz&M2-&fzm&t. an mmvfzvuy 

5 o*S£-fi£$J5£U tt&T F£±fB (1) IBicCOG^ 

(37) (i) sa6Lfcu^f>KS-bSB (i) mm<r>G^yn^mm^.mu±: 
7?-&y/^?M&^T&mm(Dmwftizmm2&fzm'£rh. an wml 

iu fcU;tf>Ffe«fctf&iMfc^£±KS (i) tBic(DG^>/N o ^Kifctsiyu-fey^- 

Kt±SH (i) mm<DG&yn?n&'&mu^7°?-?y^s7M£fM^<Di&t 
15 (38) ( i ) nnst^c u # > F^_hwB ( s ) fe®©jgfSte«M*£Jsarr<5 E 

h \z ± o TM^Mfe^<Z)MI^{C^ii L G ^ U~te'7#—*> 

^^mzmm^-^tzm^t, an mmvizvu>\ i &&zfi&8d£&yi&±& 

20 tz u^>KotG^ >/\° ^ i/-tr y * - ^ >a° ^ @ izitT z> 

u H;K-rscit*ii#2ife^:-rsu^f>K<fc±i2 (D iBtccoG^ ynzm&'&m 

i-ty? -5>yn >7 n^tz te^cCDit t cd IS£H4 £S2 ft $ -fr 5 * Ac (Dm 

(3 9) (i) ±13 (1) IBmcDG^>/^K^S3yHz7 0 ^-^>A 0 ^K* 
25 fc«^-©*S&flH4<t:-rs^^S±gH (1) l2«©G^>A^R^SMU-b^ 
-^>/^imt§»lM$tf:t&c, (i i) ±12 (1) §BiJc<£>G 
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) f2$ic © G ^ >/\^ IMS 1/ -fe - * > A ^ H £ 7c \Z^r <DM.ii <D&&& £ g£ 

(4 0) ±fS (1) |B«cC0G^>/^®^tSMl/-fe^^-^>/\ o ^KSfe«^ 
5 ©4ft£?£tefcTSfc'&4&£±iE (8) IBKcD^KI^^^i^-r^^^^^oT 
KT^Itte&fcc&SHI&lBlfcfgg! L, 7c G ^ >A ^7 ^ -^>/^f Jg 

±12 (1) nffi(DG&>rt?n#®LMU±:7° 

^^©^^^^bT^^^^^r/^'fb^^ifB (8) mmcomn&mfo 
(4D ±33 (i) mm^G^y^^n^mu^y 0 ^—^ >/^^m^^'\at 

^;i/^5>, -fenh~>\ ^^h->, -a-oWFY, ^tf^-f H\ 
7°U>, AV/kyyX t+yhyX PACAP (M. PACAP27, P 
ACAP3 8) , -fe^l/5P>, ^;P*3f>, Myh^X 7HW^i?aU> 
, VTh^^X GHRH, CRF, AC TH> GRP, PTH, VIP (A* 

^E5PU>, CGRP (7)^/h->y->U^- 

f-fyh'W H) , n^nhUxx A>^ i/7^^^X 7°n7^^7>y 

— ({BU IL-8, GROa, GRO/3, GROr. NAP-2, ENA-78 
25 , GCP-2, PF4, IP-10, Mig, PBSF/SDF-lfet'CCX 
C^M^^TSU-lMCAF/MCP-l, MCP-2, MCP-3 
. MCP-4, eotaxin, R ANTES, MIP-la, M I P - 1 jS , 
HCC-1, M I P — 3 a/LARC, MIP-33/ELC, 1 - 3 0 9, T 
ARC, MIPF-1, MIPF-2/eotaxin-2, MDC, DC-C 
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Kl/PARC, SLC^^'0CC^ ; E*^>-9-7'7 7$U- ; lymphot 
a c t i n&£©C tr^tl^ >it7'7 7SU-; fractalkine 
CX3C^r : E*^>it7*7 7 5 l J-f) > X>HirU>, X>f0^hUX 
k73?5>\ -^l-D^>> >, TRH, A>7 !^T^ u/^^U^y^-f h\ 
5 #^->, U 1 /*77 7?y>SI (LPA) Sfc[j:X7^>Jv>l-'J>il ; 
£>§±IB (3 9) Sfett (40) fSicCOX^ U-->7"77&, 

(42) ±ib (34) ~ (41) mm<Dx?v-->?j3&-cnt>nozvfi 

10 (4 3) ±13 (3 4) - (4 1) fB®<7)7<7 U-->^7j^Tl#bn-5§U^ 

>h£±k (1) mmcDG? ynzmmzmv^z?*-* >^2mtt\^<Di& 
(44) ±ib (l) ism© G^ynzmw&m ut 77-3? >w« *^#-r 

§M£^WT£^££^M£T£i:fB (19) fBflc©X^U-->^ffl^^ h 
15 , 

(4 5) _h§3 (1) fB«c«G^>/\°^K#t^l/-fey5 7 -^>A°/7K^#W-r 

C t^^i TS±S (19) mm<DX?V-->tf 

(4 6) ±IB (8) IBm©^Hfe^#:^^*-r§^<h(Cct-pTB«Mfe^#:© 

20 mmm \zm% vtzG9 >/\° 7 k^ism 7^-3? >a° 7 w wr 5 n £ ^ 

ii<hT^±fB (19.) fEficWX^ U-->^ffl3ry K 

(4 7) ±S3 (4 4) ~ (4 6) tBic^X 7 ij -- > ^ ^ ^ h £^ ^TY# 6 
Wo, U#>F«h_LIB (1) IB«(Z)G3 7 >/^M^SMl/'ti77°5 7 -^>/r^M 

25 (4 8) ±§b (4 4) ~ (4 6) ibis^t; 7 u -- > tfm * v v i^t*# £> 



(4 9) J:K (12) jrg$fe£>ftft:<h, -I-.53 (1) »B«££> G 37 > A V ftPk'iZmU 
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(5 0) ±12 (12) laifeCDirL^i:, mM^&T$WM\t1Z*ltz.±M ( 1 ) 12 
5 «Sc©G^>/^K^SMI/-fey^-^>A°^SfcL< tt±|3 (3) Ett©SB#^ 

(i) mm® G*>/* z n&'&mu-t??— is <iz±m (3) ib« 

(1) f2«c©G^>A^K^txMI/-fe^'^-^>A^Mfeb<«_hl2 (3) f2fc 
10 ©g&#^ 7°^ F£fcte^ *3<fctf 

(5 1) Wi&m£m.ft±\Z^&{kV1i:±& (12) IB®0*fL#:*3«t^^bS 

n&_tia (12) &m<Dm&h&mft&%Mzm&mzKjfcz-&iz<D*>. ^mit 
mft±<omwtt(Dtg&&Mi£rzz£&&m£Tz&fcm*<D±fc d) tB*c© 

G?>/V7W&®MU-t7* — ?>rtpnbV<\Z±%a (3) S2iS©S&#^5P 

0 1 (iTGR 18-1 (Z)S$7jctSyP^y MEI"Z?a&5. 
i2HTGR 1 8 - 2<Dm7k&yny M2IT&5 0 
20 03HTGR 1 8 - 3 0BfoM4:7ny hgrc&S. 

04tt- X^sSIHJC <t5TGR 18-1 ©75 / KBaM&^-THT?**. 
[2I5te:— 3t^f2JC=fc:£TGR 1 8 - 2 ©75 7 KBB^J^^T^TfeS. 
0 6H-X^SBl:<t5TGR 1 8 - 3 <DT 5 / ^SB^J ^itBTS^. 
El 7 5 -c'ftfrnfzT G R 1 8 ©fi^ili&i®#^©^ffi^£^t"ia"r& 

25 
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*$£w<Di'±zf?—?>/V7mz, miwjv>) mz.\t* th, 

5 m mxit. mmm, nmmm. ^*'j7ii, m/3*fflfls> ^it->=^ 
^am, 7>tf)i;\>7.$m&. ^&mm. ±mm&. n$.mm. mm&mm. 
mmmm. mmm. mmm&. fz-mmm m. ^077-^ t*ibj®, bm 
, ^a.7;Mr7-»Mfi, Elite, $f+s*, sfifei*, . 

m. mmrnm. $mmm. nmm. %&mm* fanmrn. $immm. xtmmbv 

10 <wmmn. £rz\zz:n*>mm<Dmmmm. &mm>bi-<\%j3>mmu£) 

urn. m%-te* m. m<D&%m m. mmm. xmmm.m. mm. mm. 
mmTw>, s*tr. xm^m. mm, ^m. mmm. mmm. mmm. must. 
mvt&. m%k. mm . wm, ts*, mm. wm. iffhu ttmrn. 
15 , mo?* -&M, I'jw, ffiitm (m. -xm. /ms) . ^ 

a, ml stir, 5M8i6l hSalhs, sml, mm. 3m. 

. mm. ftfeffifc£\z&*-?z>?>At7'mx*$>'DTh£<. szc^ 

37 >/\° ^7 gtab o t t> ct 

few * u < 9 0 %&±. muj^ v < 9 5 %u±<Dmmr±$:^rtz> 
T*ymmnu£ftmi?*>nz>. fc&*u woo 1/0 2 5 6 3 (cgau^-fi/cH 
p 1 0 6 7 8©75;»j»<. @b^j#-^ : sx-mztizys. sM&mtn 
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£.nmuzm— cots, /mia^-a^u mzm^: iTg$n§7$;is^j 

o 

^•aWTS ^ >/\° ^ K £ UK M |p]K ©Stt St^TS * > A° ^ £ £ b H 

o 

15 ^^-r^W^K^bTte, IE?fJ## : 1 lT^^tl^T^/m 

5SfcttBB3?iJ#-^: 1 1 T*I^n575 yUffi^© 1 Sfc«2f^± (£?£L 
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<\z* i~3 0Mjg, j;i3»sL<;j i - 1 ommm. seizes u<te&fla 

(1~5I) ) ©75 SmtfX&VtzTS. ./mZ&L (I)@2^J#^ : 1, IS?iJ#-5§- 
: 5 £fz\Zm&m^ : 1 1 T«2il-575 SMMmiZ 1 Sfcte 2 M£A± (>?£L 
< 1-30 igg, J:D^l<tti~i 0 flfg^ $ 6 L < tt&jg 
5 (l~5i) ) ©757 SStWTJD Lfc75/ @gIB?'J, ®BB?U## : 1 , @B?'J#^ 
: 5 *7cteg3?iJ#-Pf : 1 1 -eS^tl§75 7 g£ia^J*tf> 1 Sfcfi21W± 

aS7&*N5NS« (75 7*%) , ^J^C*« (*;P#^->;i/*3g) T**-5. IB?iJ# 
# : 1 , SB^JS-^- : 5 £fc«iE#l#-if : 1 1 T«$ni)75yiE?iJ&Mr§ 

^tUl^^FiyJim (-COOH) , *M*->k-h(-C001, 75 H ( 
15 -CONH 2 ) t^cttlXT^ (-COOR) ©ATTttT&oTfccfcH. 

C^TX^-T^Ufc&ttSRtbTte, M*.fef, n-y°a\iJl 
. -f V 7°n E^fe l< (in - 7'7 t Jl'/j:i: , ©C H 7J^JH, MAtl ~>^n^> 

7fMi:©C H2 7U-M, i^.H ^>^;l/, 7i^Mi'07i-;P 

20 -c,. 2 7;u^;usfeu< «a-±y^;i/7^^<H©a-^7^;i/-c 1 . 2 7;^ 
25 nt^§fc©fe*^©i/t7'^- ^>/^f Rjc&sns. d©i|^-c7)x7;^;i/ 
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fft©75 y^o«i±©e^s (fajxJf, -OH, -SH, 7571, -f 5^ 



^nsj^yiE^^ft^t h^si*5lti/-fey^-^>A 0 ^K (TGRl 8 

-2) , S2^iJ#-^ : 5T'i$tll»75yramt^k hMW^^ 
10 -^>/^K (TGRl 8-3) , @HM#^- : 1 1 T'^n^T^ /Kfi^ 
ft5 t h*fmS*l/iz^-^>/^K (TGRl 8-1) ^2*<fflV^n5 

o 

20 7h»lfffli5UT»MM («zKtt (Hydrophilic) MO ^*5t»«r$n 
fc«5^* < &tr^^H"e**. t^7Ktt (Hydrophobic) 8IH£&— SBKi^tr 

^KWfciwi— ©75 y^iB^ij^^ ^n^r^ymmmhrns o%u±, 



WO 1)2/22665 PCT/JPO 1/07833 
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ddT, rmn&}izmn<om-m tit, tmtmmm&TF-ro rmnmzmm 

5 £L<Wu 1~10«, $ bfc$t£L<«{H (l~5fIS) ) 

Sfett, -?-©T5y^S5^ItCl Sfc«2®Jt^± (£?£L<«, 1-2 0 

£7t, ^BjcDg^^^H^c*^^;^^^* (-cooh) , 

tf^>l/— b (-COO") . 75 K (-CONH 2 ) ^fcttlXfJl' (-CO 
OR) c£>{fljnT£>oTfccfc^ 0 

20 \zte&£<D&w^mz&^n%MiAm-f*>n. totott^a^wnWF^sn* 
gifi, y^>;ui/*>^ ^>if>x;u^>^) to^W^bti 

25 
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3 tV'ir^x\^td&, mu£vmtti&nis\ mt&ttiifc&mffiza-? by'^y^-, 

^^->3tM7 U-?htf?7 4—t5.E<D2 OY btfyy J— %Z\£lZ 

10 ;I/T;Hi-;W1IB, 4-^fM>Xt FU;P7$>#Mt, PAMil, 4-fc 

Jig, 4- (2' , 4' -y7 h+y7x^l/-t KD+y^^) 7i; + yf 
4- (2' , 4' -y/h + y7i-^-Fmoc7S/X^W 7^:7^ 

o#affi^j*fct5£Vi, t^jji±"r^$-&-5o Kfcom&izmgfr 
20 tefbKHSJfl^sc: *;v#^-T5 K®*««fcVi. ^i^sm 

5 KitLttt, DCC, N, N ' - V ^ □ \Z)VtJ)V*&z?'1 5 h\ N-X5P 

;i/-N* - (3-^^75 7 7°n'j;w M^-fsKftMt^ns. 
^nefc«tseteft{ctt7-fe5^k«ifW^JiDSd (M*.fc& hob t, hoob t ) 

25 OB tIXrM§^BHOOB t XXrJVt LT*^^UJ6§i7$ 7 1©^ 
14ft; £ ff 35: -d 1t& \z mm izifctiuT 



BNSDOCID <WO__ 0222665A1 ! > 



WO 02/22665 



18 



PCT/JPO 1/07X33 



Mftzn. ii^*ti- 2 o°c~5 oroigH^^ai^ji^^n^o mtitzntzr 

iffi&fimztLfc^tg^it, M7kmmi£fz\z7iz^)u^ $yv-)izm^T*5i 
mn(DT^ym<Di%mm£:VT\z. mz.\z* z, boc, ^— >^u-^>?- 

;I/^-^->7^^#-;k v^jkx;k^->77;k^x;k 4 h^x^>^;k^- 
15 *~>;*j;kfc;k ci-z, Br-z, T^>^;i/^^>-7u;i/^-;i/, hu 7 

/^:<M;k Fmo c t££fim^t>tiz> a 
tu)/#*is)i>m\z. mz-ii* 7Ji/+;n7fJHb (F(J^«\ *3Mk x5P;k 

4-XhD^yyjHXfJK 4-^h+Myyll7rJK 4~^DP 

V)l>jr*isfj)V^-)lt Kfk, ^-yt'J-7'h + y^M-JH: K^S* 

25 Nfc, hU^JPt F^yK^t'iaoTfrm^^^?,. 
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t - y^Sft £ & 5 o 
^nis>(D7^J-M&kMg;<Dm<!iM£lsT\Z. Mz-&. Bz l> c 1 2 - 

Bz k 2 -- ho^>^;K Br-z, ^— u —^)Vta e turn t^ns 

5 o 

t7,fy>©^5^V-J«lStbTtt, 0d*. Tos, 4-^h3r>' 
-2, 3, 6 - h U^^;W^>if y^JV^—JV, DNP, ^>^^^"^->y< 
, Bum, Boc, Tr t, Fmoc&M^^. 

10 7yF, IgttxXr^ VT)Vzi—)\> ^^no7i;-JK 2 

T)Vn-)V, ny-huy x.y-)V. honb, N-tHo^/x^-^F. n 

-tFD^>7^M5H, HOBt) t©X7,fM fcE&m^ZtlZ. 
15 btl^o 

4 H\ 1, 4-^>> ? ^-;K 1, 2 -X^>^5^-;i/& 

25 ^->J*IES!l©^in^W«n?**. k7>?^>©'f5^y-M8StUT 

4-yxhn 7ix^suf* 7x/ -;h&3K «fc o BfcScS n, 
h u 7>7j >©-r > f— ;i/^«*tbTfflVie.ns*;p5;PStt±iH© i , 2 
-x*>s^;*--;k 1, 4-y^>^^-;^<H<D^«T©mMii^ck^^ 
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(2)Schroeder4ocfccMuebke, if ^"7°^- H (The Peptide), Academic Press, New 
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York (1965¥) 

®nmffi*ftiL ^y°?-F&i&(D&&ktmm, %w(m (1975^) 

5, (1977^) 

^U^l/^ F<hLTte> if-WR^V^ 5> — ^ >/\°^K£n- HT5DNA 
15 . mRNAf©RNAtSD, -^ilT&^Tfe, — *ilTra5oTfect:^o — * 
IB<m§£-te, -^flDNA, r^iRNA^fcttDNA : RNAO/W7*U7 H 
Tfect^o — «8cD*j§i=H3:. -fe>7Jit (ffct)lE>. n-Fii) tfeoTfe, T> 
5P-fe>XtH (-T/^t)^, #^-FiI) T*a&oTfe«fc^o 

20 ta\ ^(D^IS^W rgfP CRt^fflJ 15(7), 1997|B«©7jfe^fe« 

*fg0Ji<Z)I/-te:7 o ^— ^>/1^K^rn— FtSDNAiltd ^VADNA, 
yyADNA^^^'J-, _hfBb7cM • MSe&^c DNA, ±fSLfc£IHJJ& 
25 • MsE&^Oc DNA7-f -f^V— , ^DNA©V^-rtlTrt)J:^o ^-f^L) 
— [CMT^^^-WU A'^f'J^T-y, 7°77S K 13X5 F\ 77- 
F^£Vi-rn-Ca5oXfeJ:Vio ±fEL7t$BJi§ • M=i:DtotalRNA 

^TcttmRNAiij^^i^MU^ifecD^^ViTiEfgReverse Transcriptase Polyme 
rase Chain Reaction (i^T> R T - P C RS<hlB§^T^) tliot^stSI 
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M1WMz\Z, :fcf£BJ?<£)l/-fey^-^>A^K£n — FfSDNAtLTIt f#J 
x«\ IE?U#-5§ : 2, @B» : 6Jf;ttE»§: 1 2 tl3i£-SIB?iJ& 
tft^DNA, £fcteI2»-^: 2, @H»^ : 6 SfcteBBSWf : 1 2 Tit 
5 Stlo ^SSB^'J -5 D N A iAi" X K U >y x > h ^^#7 t7\-f 7 U 

A*^K£n — SDNAT*^lJifain©feCDTt)«fcVi. 
@3^J#^- : 2T^$tlS«[SE?!I^Wr5DNA<i:;W^ h »J >>*x> h& 
10 ^TW^'J^XTSDNAibTIl E?!l#*t- : 2T^£tl£ 

&S@2?'J<h*lj7 0 ?o'EUi, ffSL<«a8 0%^±, £ D$?S L < te&tJ 9 0 %&> 
±, Jtt>£?£L< te&tl9 5 ?^±(Dtg|WIf4^^'T^^SSH^J^#W1-SDNA^ 

15 ^#TW^'J^Xt5DNAtUTH M;U£\ SB^'J#-^ : 6^$tl-5 
&SSB?iJ<h*iJ7 0 %^±, $f^b<(^8 0%^±, «fc0 0?£b<ttiKj9 
±, L<te*U 9 5%^±0ffl|^tt^#-rs^SBB^J^WrSDNA^ 

m^mn : 1 2^S£tt5t&SE^J£^rT £DNA<h/W;X h U >> ? -c> N 
20 ^ffTTA'f^'J^XtSDNAtLTa, MA«\ SB^J## : 1 2 

tl^^SSS^Ji^ 7 0 %J^_h, ttf S L < te^J 8 0 %^_h, iOffSK 9 0 

A^Cif^ffiVibtlOo 

25 : El/^i7- , i'D-->y (Molecular Cloning) 2nd (J. Sambrook et al.. 
Cold Spring Harbor Lab. Press. 1989) IZtfiimo^&ttglZffinTff^r.tf)* 
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m/\-i XMJ >> ? x > fll^fcf, ^ h U -7 19-40 

mM, ff^L< tefttJ 19-20 mMT", Um&ffi 5 0 — 7 0 °C, b < 6 
0-65 °C(7)^£^iro ^ b U £ Aj6&7W& 1 9 mMTJ'fig^ 6 5 °C 

^>/^fTGR 1 8 - 2 KfSDNAtlTH @E^J#-^ : 2 T^tl 

3&SK^J£^W1~&DNA&£7^^bft3c IE#I#^t : 5T?S$n5 

7 5 7 iffi^ij^^f t § l/t 7^ - ^ I T G R 18-3 

Atbtfl IB^J#-^- : 6T-^$n^^SIE^J^^WT^DNA75:£^ffll/^btl 
10 So sen:, @E^J#-^ : 1 iT-s$n§7^y WJ^tt-T?)Ut7 P ^-^> 
/^RTGR18-l§3-Kt5DNAtl/m IB^J#-% : 12T-^£tl£ 

i&Mffim&'a&T&DN Ate Eifim e> n^o 

jRDNAtffiffiW^XE^J©— «BS^bT75:*#U5?^U^H«»:tt, TIB 
15 <D*^0^CD^^^y^ FT ; 5DNA^^-r ; 5fc^-e«75:< > RNAS 

20 3- FTSDNAO^SIE^JIM^S^lSff U ^t5^i*iTf#5. -€"5 

e^FO RNA<h;W7'U^ XT Sui^t, RRNAO^Sfc teHi £ IS 
St5^i^T-§5/5\ fe5Vi|j:G^>/^IMll/t7°^-^>A^»MI 

RNAt (D^m^rn &fri>xG&>/V7 nm&m 7°$-? > a° # kjICT© 
25 m^t&mffi • iwwrs G^>A7«^£Mi/-fe:7 o ^-;?>A°^5f 

#t^Mlxii^^"^>/1/7KM^RNA<h#SW^/N^^U^XTS^t^-r- 
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/N^M^tSSyHry^-3 7 >/1^KjMe^(D 5 ' tf>^-:7\ 5 ' ^ 6 - 

Ufcf-K 5' yso##j31RfiI*^ #U^7 0 ^HS3IRP^^zi K>, & > 
/^l^- Km O R FSHiRj&itn K>\ 3 ' 3 ' U > K 

15 te, 2 -rt^y-D - U bTV^^U ft+->^ ^7 l/^f F, D 

^6^ti#U7-) ifcH^ftftjg^^ttsf oio#u (fib 

20 , ^'jT-«DNA^RNA + tl[fi$tl§i:5f t i:ISo^7U>^M© 
\$ y z*jSDNA, — ^ilDNA, =*«RNA, -*1RNA, $b(CDNA 
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hk?*-, b^>>, trifle #U-L->J^>fc£) ( 

10 ^^Wbsnfc:/'; >*5«ktxtfU5v->, 7->;wb$nfc7°u 

15 *^i®7>?t>7 • # U * ^ l'*^ K mm.) RNA, DNA> 

^teffgfP^nfc^ (RNA, DNA) T^^o i^$nM©WJt^T 

fe(DT«7^v^ ^mjKDyy^-t >x&.m&a<d £ ^u^mx-b s l < ts 

£ £ D /h $ tz t> <D f Z> o 
ZolsT{&m%^WZft^XWtg'<%lZftT&0, ^<Jx.^J- Kawakami et al. , 
25 Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Croo 
ke et al. ed. , Antisense Research and Applications, CRC Press, I993fe£ 
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y/ADNA, ^',/ADNA7<77'J- ±12 bfcSM Si* 
OcDNA, ±i2bfc*fflJ® • «&*<£> c DNA5-f^ U— , ^DNA0^ 

25 AS • U'A^DmRNAm^-^MUVfz'bcD^m^XWA^ReyeTse Transcriptase 
Polymerase Chain Reaction (KKT. RT-PCRSt»t?>) 



1) El^mn : 2. g03FiJ#^- : 6 SfcteiE^*? : 1 2 ft5&£BB?!l£<& 
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ft§DNA©^ME?^ttoDNA > £7cfct (2) @E«-^ : 2, gB^'J 
#*f- : 6£fc«SB#l#-Sf : 1 2 TS^noM^J^tf t§DN Ai/W X h 

5 ^r#-T§ l/t^-^W^IS;3- D N A<£>gR#^@2#J£ 

W T § D N A if 7^fl? V >6 tl £ 0 

IB^J#^ : 2T^$n^^ffl^JSr^W-r^DNAi:/N-rx h U >v?x> h& 

i£SlB^J££tJ7 0 %i^±, ^£b< «*<J8 0 %jL^±, £0ff£L<«!1j9 0 
10 ±, ftfe^L<ia9 5%^±CDffi|WIf4^-r§^SSB^J^W-r-g)DNA^ 

IB^iJ#-^ : 6TS$noig«I3^J^-3-*-r'5DNA<h/N'f X h U >^ai> hte 

i&S@B^J<*:*ij7 0 %j^±, ff*L<^8 0%^±, «k D£? £L< «£1j9 0 %tA 
15 ±> ftt>$?£b<te&J9 5 %^±<DffitW]ft^W-r^^-SiS^J^^Wr?>DNA7^ 

m^m^r : 1 2 Tt^tlSME^^^t^D N A t X h'J>yi>h 
^^ftTl?/\^ 7' 'J ^ Xt ^ D N A i iTtt, W*fc£ iH^JS-^- : 12Tg$ 
ns^I5^J£l$7 0 %£Lt, ^b<(^8 0%^±, J:D^Kfj:S9 0 
20 %J^±, «fc$f£L< te&J9 5 %^±C7)ffi|WI'|4^*-r^^i5^J^'a-#-r'5DN 
A^^ffiV^tlSo 

25 IB^iJ(7)g|I^aia?iJ^Wr-5-&^DNA7 0 ^-r T-^V^cP CR&fCj^igilig 

7c <d t ©/w y ij *v if- >- 3 > k ct ssnsij/W tf &n-5o /W7*'j ^-r -tf- 

~>3>©77&te> fllAtf* tl/+a7--^n-->^ (Molecular Cloning) 
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2nd (J. Sambrook et al. , Cold Spring Harbor Lab. Press, 1989) \Ztd.W.(D 

DNA<DJggI23aj©g&fci, PCRnW-yh, 0iJ*te\ Mutan™-super 
5 Express Km (Mmm) , Mutan™-K (^igjg) ^£ffll^T, ODA-LA PCRte-^Gappe 
d duplex^Kunkelffi^^^^^^^^^^tt^nbfc^C^^Sfc^oTfT^ 

10 TZ>Z.£&~C^% B iDNAiit©5' ^ffldiTOn H><htT0!)ATG 
3itz3' *t%miZltmmm±Oi\ t >£lsT<DTAA, TGA^fefiTA 

15 t^-^>/^R§3 - HT5DNA cDNA) ^bSW^D 

NAItftt-Sr^DtBU (□) iDNAlrfr^lS^I^^^-^O^n^-^ 

^^-tLTH ±mm&$:(D75rX=i H (M, PCR4, pCR2. 1, 
PBR 3 2 2, PBR 3 2 5, pUC12, pUC13) , tt$IW©77 7, 
20 $ F (M> pUB 1 1 0, p TP 5, PC194) , ifft3fe^775 K (M> 
PSHl 9, pSH15) . A77-y&i'©/t^fUt77-y> Uha^^f 

Al-11, pXTl, pRc/CMV, pRc/RSV, pcDNAI/Ne 
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Sl/Vi. f^x->iUt7MlT*5«^H trp7'P^- lac:/ 
d^-^-, recAM-^. AP L 7'o^- l PP 7'n^- 
ti^N'^V^HTfeS^tt, SPOl7 s n^- SP027* 
5 n ^_5;_ % penPT"^-^^ ?|iWefel.i^tt, PH0 5 7 
p t _-37_^ PGK7'Dt-^- GAP^PM- ADH^Ot ty—tz 

Em?it^ 0 n^T^iitssi^s, #uafu>7°o^- pi 

10 ^;U, ^UA#tPv-^;K SV4 0lg^Uy> (OT, s 

V40or i t»»t5*^*5) &££^UTV>*fc©£JB^5 

SIR^-^-<hlxT«, 0»JAfc£* 5>fc FnSill3»5E6** (£CF> dhf r 

U^tttiSe 1 ? (fiJTr\ Amp r tn&fSJTSW^^S) - -»ffl«-3fi 
15 ^ Ne o r tPI§^-r^^^^^^ G4 1 8W4) «^f&n*. 

CHO (dhf r") aBIB&fflViTdh f rate^^S^-^-tUT 

/^M»N^*M^#JB-r§o !t±^X->iU k7SlT*5i^H PhoA 
20 • i/^)VSM. Omp A • s ^ ^ )V&Mts.Efi\ IS^^^JV^MW'C&S* 

MFa • i/>fj-)VW>m, SUC 2 • v^^gE^Jfc <h\ 
xi/x'J t7HI©^tLTH Xyi'Jt7 • P'J (Escherichia coli 



BNSDOCID <WO. 
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) K12-DH1 [7°Py-y>^X- ^7* • if - tvetJl' • 7*t5- ■ t 
7" ■ tKi> WX • *7* • If • (Proc. Natl. Acad. Sci. USA) 



, 6 om, 1 6 0(1 9 6 8)) , J M 1 0 3 2 <i Vyt> • 7y-;X • U 17-- 
^ 1 (Nucleic Acids Research) , 9#, 3 0 9(1 9 8 1)] , JA221 (>>> 
-t^ • ^7"- tl/+a7- • /HtD^- (Journal of Molecular Biology) 
, 1 2 0#, 517(197 8)] , HB101 i-J^—f)V • • ^U^zl? 
-•/Htny- 41#, 459(1969)), C600 C^x^^y^* 
(Genetics) , 3 9i, 440(195 4)) , D H 5 a CInoue, H. , Noj iraa, H. a 
nd Okayama, H. , Gene, 96, 23-28 (1990) ) , DH 1 0 B C7°ni/—z?>tfX • Hrf 

- If - i~^3j-)l ♦ 7 #^5 — • • H-fx>WX • ^ • if • 

— (Proc. Natl. Acad. Sci. USA) , 8 7t, 4645-4649(1990)) 

Aril/XSItbTfi, WAtf, /\^JP7 • Xy?)P7 (Bacillus subtilis 
) M I 1 1 4 Cv 5 — >, 2 4t, 255(1983)) , 207-21 C^>— ^~ 
)V - jrzf • /t-T^- X h U— (Journal of Biochemistry) , 9 5#, 87(1 

9 8 4)) ftMnen*. 

iiitttt, -tf-y^n^-f -trx • -fel/tf~>x (Saccharomyces cere 

visiae) AH22, AH22R-, NA87-11A, DKD-5D, 20B- 
1 2. S^v/IJ- y A n^-f -trx • -tfy^ (Schizosaccharomyces pombe) NCYC 
1913, NCYC2036, h'+J-ZUhUX (Pichia pas tor is) IzEtfi 

SfctfcfblfflJia (Spodoptera frugiperda cell ; S f*fflfl§) , Trichoplusia nicD^ 
JlEtiiOMGlM, Trichoplusia ni©£PS3fc©High Five™ SHflS, Mamestra 
brassicaeE&*<Z>$HJi&£fcteEstiginena acrea&*®^JJ§&£#*/Htr>£n£>. >7-f 
M^BmNPVOif^H Mrt*1*ft;«UBa (Bombyx mori N: BmNll) ft 



(1977) ) fe£tfm\<**>tlZ> 0 
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(Nature) , 3 1 5#, 5 9 2(1 9 8 5)) . 

l»[BJ&<hbTte:, iAH tJWCOS-7, Ve r o, fff--XA 
A7^-llCHO (&~r\ CHOllimgfB) , dhf rlfifMIfH- 
5 — XAAX:? — MCHO (ETF> CHO (dhf r ") 3tt£ingf2) , v>>X 
L», Y^X5XD-Yi§> v h G H 3 , thFL 

x->;r >J fcTJRMSJ^RKlft-r^tctt, M*-te\ ^ny-y>^X • 3rzf • if 
• -r^B-T)V • TX^S.— • :tX • iM*x>>M*X • • if • x-xxx— ( 
10 Proc. Natl. Acad. Sci. USA) , 6 9i, 2 1 1 0 (1 9 7 2)^-> (Gene) 

, i7#, i o 7 (i 9 8 2)UE\zmm(D^mz^xnoz.h^^^ a 

jV- yx?-f^7^7, (Molecular & General Genetics) , 1 6 8#, 1 1 1 ( 

15 mm&j&nm&-tz>\z\z, m%.\z* ^^vx--r>-x>-tf-r^nv- aieth 

ods in Enzymology) , 1 9 4#, 182-187 (1991) , yoy-y> 
VX - • if • tyat^ • • - iMx>-XX • ^ • if • 

zl— XXX— (Proc. Natl. Acad. Sci. USA) , 7 5t, 1 9 2 9(1 9 7 8) 

20 MAaue*fc«SA*^K4Bift-r«^tt, #JA«\ ;Ht/f^yn>?- (Bi 
o/Technology) ,6, 47-55(1988)) &£fcB«©;£iStfc:fi£-=>Tfr "5 31 

o 

3— ;k 263-267 (199 5) (^EitfcSSff) , ^nny- (Virology 
25 ), 5 2i, 4 5 6 (1 9 7 3) fcB3*©^fefC^oTff "5 
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> iAil if)Vn—7s, t+7MJ>, pJig?t5fcS&&, ~>3«tft£\ Milt 
tt. #JxJ;£\ 7'^X^Ai^ 3->X^-7°- U#-, 

yg££"atfM9igifi; [5^ — (Miller) , V^—T)V • • X^T^ U ^ >y 
10 • -f > • ^U^rzL?— • i/iL^^r^ y$7s (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2] 7&*$F£UV>o ^Cl{c^S^cJ;Dyn ; E-^- : &5ci^ct<f«j^it^)^i?!) 

ic m*M* 3/3 — r>Hu;i^T^u;um©ct-5^^M^j!iPx.?>ct^T#^)o 

!S±*il'>iUk7IiO«^ iMteii^Ul 5~4 3'C-e^J3~2 4P#|HJ 
15 fxVi, j^Sld«t;0. il^«#^tJPAo^ tfetrf^ 

l&^aVWI^JRM©*-^ i&*«ii3r&tJ 3 0 ~ 4 0 "CT'ltj 6 ~ 2 4 H5MffV> 

(Burkholder) ft/J^M (Bostian, K. L. e>, ryoy-y>^"X- t 
20 y • if • j-isn-T)], • 7*7*5 — • :f7* • 1f^x>WX" • ^X • tf • 

x— (Proc. Natl. Acad. Sci. USA) , 7 7#, 4 5 0 5(1 9 8 0)j ^0. 5 
?o^+f5 / S^ttSSDSi [Bitter, G. A. 5, r 7 n->-y>^X- t 
7* • If • f-v-a • 7^f$- • ^7" • 1f-rx>WX • ^-7" • If - 
x- (Proc. Natl. Acad. Sci. USA) , 8 1#, 5330 (1 9 8 4) J ] fjm 
25 tfbtloo tgit&(DpH«^5~8 ICWST* «*ttilfif*?J 2 0 °C 

-3 5tTiD2 4~7 2mmn^* >&mz m r,xmm,^mw^ix\A * = 
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mMi>mmmm^&z>MKmm&&i$(&r2>&* Jgititu *U5 

-2 O%0^™f^MEMi^ C-y--fx>X (Science) , 1 2 2#, 
5 501(1952)] , DMEMtpil CC^-f D Pv 5 — (Virology) , S #, 39 6 
(1 9 5 9)], RPMI 1 6 4 0 i^iti Cv 5 -^— ±)\> • *7 • If • D#> • 
^r^^)l" 7V'>l-yH> (The Journal of the American Medical Associ 
at ion) 19 9#, 519(1967)], 1 9 9 ig*t& C7°D S>— i?>tf • ^ • 
if • Vit^if^ • 7^-— - if • ;Htoj;*jp • X> (Proceeding of 
10 the Society for the Biological Medicine) , 7 3t, 1(1950)] fsOiffi 

T?*?J 1 5-6 0S#^ffV^ j^SfCJfSCTia^fit^*Jn^.5. 

>/i ^ Kifc&M y ^ — * >n z m £ L se> § c: £ ^-e # £ . 

MJ h>X- 1 0 0 I «ft£OMffitt^SnT^TfeJ:^o ig 
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-&<!f<&#SWSSfnte£fU/f!t"S:£&, Mi««f*y ot h ^fyy^-UE(D 

ti# e> nrc m & iz <d jj & $> z> ^ «-r-n iz m u ^ & {3 «t x> . mnm £ tc « 

ft!2 lz fit § d £ tf-v # £ „ 

te\ h'J7yX +thU7y>> T;i/^n^x> K^y°^— fe\ 7of^> 

31 CD d: -5 VX^-r^^mm(D y°^ >/1 y g £ re «^CDig(Z)^'|4« 
15 , «Ii L7cU ^7 > Kico,^^^^J;tX#M^^ffl^7cX>-!f'f A-f Ay Ty 

(D u -t y ^ - ^ > a° y n ^ < tz^<D%m^ zf^- h s /cte^i&ic^-r 
^^iSsiL#^.ifi#:T'$.n«\ ^uy n-^;Wn;#^ ^yyn— i-)um*(Dmn 

20 taboTfej;^ 

, *mw<D i ^7° ?~?>/^? mm tmtt \z-#-t&tfim^ * 

B>] (D V IT y°y - y >7 ^ M H £ Jjg £ L ■ T ffl V ^ A v t50 (D fA (* £ & tefcl jfil?» 

25 c^y 2 u—y )V$ifo<D{Em 

( a ) ty^n -7— ;i^#:jg_^Mtf)^§!J 
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tyh, 7^7X, t^y, t^^tfeil^i^ "^^^cfctf^y h# 

><DJ5& C^^-V — (Nature) > 2 5 6#, 4 9 51 (1 9 7 5f) ) fctfcV* 

(peg) ^^yy^iy^ )V7sUEfimi<ft>nz>tf. j?$b<ttPEG**fflv^ 

15 tl§. 

#SiJMJ& ilTH NS-L P3U1, S P 2 / 0 fc if^W 

tlS^ P3Ul«Kffll^tl5o ffl^£>n&^{«£M (If SIM) 

3&h^mmmmm£<D$tT3ii,^btmui ■. 1-20 : lggrc&o, peg w 

SKIt PEG 1 0 0 0~PEG6 0 0 0) 0-8 O%g$0lMi 
20 Sn, !Kl2 0-4 0t, ff^Kii*53 0-3 7^1~10^K>*^ 
- r--rSdttc:«J;t)^«k<«IHflai»'&*^JfS^*. 

^y ^ D — ^;1<#E#:^£/W y*U K— TCD*^ U— — >£He:te@*CD;^£^ 
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xJ£\ 1 ~ 2 0 »S b < H 1 0 ~ 2 0 %©^BMai'il^tJ R P M I 16 
4 0ii, 1~1 0 %©^U&iSJfilfll 5^tfG I TJ§H& (?0^M^XH «*) ) £ 
fctt/\^7"U H-^i§«ffl*SlfiLm^ (SFM-1 0 1, H7mn (W) ) fc£ 

10 i£«P B m, iI#5S~3MP^ £f£b<telMP*1~2MPBl-(:&£o 

(b) ?uj—)itfifa<Dmm 

«»*J&> -r^->3SM#: (i, DEAE) t;: M&bfe. ¥ 

)vz mm. m.mm-£rmtt * tz « 5^ > a * 3 i> « y p > g * if o^tt® 

o Tfr "5 d ch £ o 

20 :t^)?u~-~f)vm*<7)frm 
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fiJtT? A 7t > 1 b , 1^0. 1-20, iff £ b < teift 1 ~ 5 ©« iJ^T-* 

10 7D^>h7ya/Oh J p^7n<>h7yaA>h^lTfcJ;K & 

2-6 M^fC 1 tHFfo, ft fcU 3-10 0@g£fr? d 

» * b < ttJfiL*^ £ £j&*"Tf#3o 

o 

20 , (1) imm^o^zyn^%^m.v^y°^-^yn^mzM-t^)iiyv ( 

7J-7h) (2) *^©G^>/^gftSil/t7"^-^>/^S 

cD^tg^^p^-r^>^o^Mci:D?/ / ^fe«^^ (3) m^mmm, 

^Zik-SWox? V——ytfjjfe, (5) 2£fi^<&lHz:7* — *>A*£Sti;fcte 

/ittzizmmM, (6) *^Bj©G^>A o ^K^tsMi/-fey^-^>/^Kt^ 

t?)'J^> \*<D7£Mi£* (7) ^iOG^W^IMll-tT'^-^W^ 
) <DXi7V-=.>#-%&;* (8) ^CDG^^fR^fiSUt^-^^ 
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5 ^©x^u-^>^r&, (i i ) mmmiz&t,fz > ^B% (D u±7°?-&>nf7 
&u/&tz.m&mftu (12) *F£w<Di'-f7#—d7>/v7%<bi,<\t j t<Dmft 

'*7 : r\*&fz\$ : £<Dmztt-?Z>tfimz£2>tpm* (13) #3§BJ!cE>G^>/\^5| 

^>^^n^nmu±y-^~\zMT^^7i>^<D^^^t^^^it^m m 



mn^S'&^y"^ K L < tt^o&t, l»ftl^<> d <h 
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10 



15 



20 



>, #^hV-f K, ^vXh^-X i7';i/^^>> tnh-X ^^h->, 

ACAP (#U PACAP2 7, PACAP3 8) , -fe^l/^>, if)Vtlzf>* 
%)l-z/b — >* 7H!/y^ya'J>, VThX^T^X GHRH> CRF, AC 
TH, GRP. PTH, VIP (/W^^'Of7f'fW'7>H' 

U>\ 7"^i?*->. CGRP (*jk> >y->'J k-r^ K7°f H) 

, 75V ~>>, 7^t'J>, ^^>X-A°-7 7 5U- (M, IL-8, 
GROa, GRO/3, GROr, NAP-2, ENA-78, GCP-2, PF 
4, IP-10, Mig, PBSF/SDF-l&^CXCm-Oli-^ 
75U-;MCAF/MCP-1, MCP-2, MCP-3, MCP-4, eo 
taxin, RANTES, MIP-la. MIP-1U, HCC-1, MIP 
— 3 a/LARC, MIP-3/3/ELC, 1 - 3 0 9, TARC, MIPF- 
1, MI PF-2/eo t ax i n-2, MDC, DC-CK1/PARC, S 
LCfc^CDCC?-^;^ 77 7- 5. U— ; lymphotact i nfc£<DC 

>T=£tl^ >^Zfy 7SU — ; fractalkine &£©CX 3 C^TJ-f > 
■1t7'7 7 5U-f) > X>F-feU>, I>rD^7h'J>> t7^S>, "a.— 
n^>~>>, TRH, nywr^r* y^U^T^-f h\ #r>->, U7*7 




7 7fy>i (LPA) , X7^>^»l-U>K&i:) Mx.«\ 
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© U # > K ic&ti Xte, ^ mco l/-tr 7°^ — ^ >/\° ^ : 



tc *TT *t £ M^T * d £ ^if#m £: -T S W (D U-t 7° 5> — 9 > A° ^ jf £ 



< E>4g L jfc ffllkfc & % £ , W (D U -fe 7° ? — 5? > / \o jf £ n • 



h'tSDNA 
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j&ft cgmp -r / >- h— ;p u >se^£> mniffite«> >/\°^ 

SI© 'J >$Effc, c - f o s ©ffittfb, p H©{£T^<H<&^ii-r^«Sfc«$iJ 

-r s sttT^ ^ ) & pjj^-r & ;i t. £ t -r ^ <d u± y° ? - * > a° ^i ^fc 

10 mft?>^?n<DV c - f o s ©fi&te^b, pHcDfgT^^^{SiiT^fg 

% bj © i^-ti y ^ — ^>;^hs& bj§ © ^ f £^^-r ot)©l?$n 

iclt^^^^i^-fJ^ (nuclear polyhedrosis virus ; NPV) ©TtfU'N 
K'J>7 P P ; E-^- SV4 0W©7°o : E-3 7 - V hn^Koynt- 
^^n?t^>yow- thk"hys7^7°n^- +r--f 
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o M%.i£s Jcffi. CNambi, P. 6, If • i/y—j-Jl • pf:/ • /H^Dy^Jl/ • -ir5 
XHJ- (J. Biol. Chem. ) , 267#, 19555-19559H, 1992^) izBWKD^mzft 

j&t & otfciuu g^7^-^>/\^ k ^-r s mm £ & co mmm 

-^SnSiS^Clt^V^. £BW&cofi£S£?7&<hbTte:> Potter-ElvehjemM*^ 
^3^+f-Tltt£JfPUf-f;^ 7-U>^V>^-^UhP> (Kinema 

mm & m ^ j X)vfr*> m. m £ s ^ t k «t 5 « & e turn vf <=> n s . mmicD # 

LXfflU&tlS. lfflfl&l8ffW£:f£Sg ( 5 0 0 r pm~3 OOOrpm) 

013^ *tJl^~l 0 5^) jg'frU ±*i££e>&CiS>S (1 5 0 0 0 r p 
m~3 0 0 0 0 r pm) TMS 3 0 #~ 2 F^frU f#SnSj5t«R*Blia^i: 
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;fcfg (D u± z? $ — $ >n 2 m £ fz te^ccomzft-r & u # y K £ -5 ±fB 

* t mmomvk&^T & mmz.m i/t7^ -wftu e tm. * l ^ . ^ ^ 
10 libfeKiiMtbTii .( j h) , c ,25 n , c u c] , c 35 s] t^£t- 

Jld?^>. tDh'X ^^h~>, za-n^fKY, ^tr^-TH, 7°U> 

, /tV^l/yv'>, ^"^->h->>, PACAP (M> PACAP27, PACA 
P38) , -fe#l^>, if)V%zf>, ts)V^b~>, 7Fl/7^yaU>, W 
15 hX^?X GHRH, CRF, ACTH> GRP, P TH, VIP (AV7^ 

5F>, ^U>, 75U>, y^^^r->, CGRP (^l/v-h- 

□ X^^yyX ho>^^it>, T^V^>. 7FI/t'JX ^r^-OX 
20 (M> IL-8, GROa, GRO/3, GROr, NAP-2 

, ENA-78, GCP-2, PF4, IP-10, Mig, PBSF/SDF 
- l^i*OCXCm'f>ii-7*7 7$ , J- ;MCAF/MCP-1, MCP- 
2, MCP-3, MCP-4, eotaxin, RANTES, MlP-la, 
MlP-ljS, HCC-1, MI P — 3 a/LARC> MIP-3/3/ELC, 
25 1-309, TARC, MIPF-1, MI PF-2/eo t ax i n-2, M 
DC, DC-CK 1 /PARC, S L C & £<B C C ^^1%^ >it^7 7 5 U - : 
1 ymp h o t a c t i nUECDCr^Jd^ >^7*7 7 5'J- ; fractal 
kine^OCX3CnM>1r7"77 5U-§) . x>F-feU>, x>^ 
P*'7h'J>, h775X -zx-n^>->>, TRH, /\°>^ y ^ 
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U ^y^-f H , # ^ ~ >\ U V'^X 7 7fy>l (L P A) , X 7 -f >^> > 1 

gp^llt^. As;7 7-l:lt pH4~10 (M£L<«pH6~8) ©U 
>KAy7 7- h , J7N-MA'y77-fti*O l JA'> K <h Ut^- ^ >/N°^ 

^^St-5@WT*, CHAPS, Tween-8 0 1 " (^I-7h77tt) 

X — tf(C i5Ut ^ — ^ U # > K (DftM&WZ. £ a P M S F , u^-^/J- 
>, E-6 4 (^y^KCT^ffiSS) > 1~f7.$ : ?>1zE(0'7U7-T— fcflfiS&IS: 
^J)D-r-5ili:feT:'^Oo 0. 0 lm 1 ~1 Om 1 ©Hl/t^-^ftC, -£1 
15 (5 0 0 0 cpm~5 0 0 0 0 0 cpra) 0 ( 3 H] > C' 25 13 , C M C), C 35 
S] *^»«S^I (NSB) £2n^ 

0°C~5 0TC, M£L< te£U4°C~ 3 7°CT\ ^2 0^~2 4PtM, M£b<« 

&j 30^-3 mm ft -5 c # 7 x m« wt-m l , Mftco ^ a* 777 

^7>^-*Siittr-*^>^— "^iH-ffl'JTS. ^r^^fi (B) ^bMSW^ 
ffi (NSB) ^?l^/c7j^7>h (B-NSB) ^0cpm^ix.5«^ 

L TlKt o d <h ^Tr # S o 



mm\H9 >/\ } jm<v) >mn, c-fos o^mn, photon's: 
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T « hij o T tr fi¥ U m ±iil $> S V > « $0 fig I c « tt £ ^ $ & ^ il ^ ft / \ f 7 7 7-(^i 

t5»in.fcoT^»i^n &##iP&K:#T5ifi#3J£^ijnbT 

15 -tr 77 - ^ >/\° ^ K&^T Z> mi&<Dl&mftfc £ S^ft «t)©T$5. 

1. U#>F&/Effll^ 
(DSJJtM fiflfilfete «fc tX^^ffl 

Hanks' Balanced Salt Solution (^7:n&$g) fc, 0. 0 5%<DOz/&LfiiT)V 
20 75 > (istf-^ftMk) *lN7ifzh(D 0 

©G 7 >/i 7 nm^m i^-ti 77-7 > a 7 nm& 

25 5 X 1 0 5 fi/^tf»ftU 37°C\ 5%C0 2 > 9 5 % a i r T 2 B IHi&*b& 
51 US ft?j ^TSfffi-ft b & (D 
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M7 5 dmso, y-jumizmm-r^o 
5 am-fb^tiRii;*)®* i oo-ioo omm^mmizMm-f&o 

2. S»J5£& 

10 ©mmm.mit&W)$: 5 # 1 mx. m.mzx 1 s#r^s^$-&^= 
^^tzmzmmm^mt^m^ 5 ^ 1 aa^TiK. 

MM^O. 2N NaOH-l%SDS«U 4m 1 v-> 

ti/tit 00*. tf, i> m§> am ii, ?P*, »Mfc£ic#gWK:sq£-r5 

20 F\ 3l/yxh+zx >f)l5r^>, tnh->, — >, -zL-n^y^ 

FY, ^tL^-f b\ 7°U >\ A'y7>'r». ^>h~>>> PACAP 
PACAP2 7, PACAP 3 8) > iz^l/^>, ^)l~>b=->. 
/HU/^ya'JX yvh^fX GHRPP CRF< ACTH, GRP. 
PTH, VIP (A' V 7^ f 7' • I' >fXf ^ t Jl' • 7 > F • U l/^ f 7 H • 

25 tf'J^T^K) , VTh^^fX K-A°5>, WJ>, 75'J>, 

CGRP (*JV-> hz>y->'J p-r^ 7 K^7°f H) , P-CnPUX 



O /3 , GROr, NAP-2, ENA-78, GCP-2, PF 4, I P - 1 0 
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, Mig, P B S F/SDF- lftt'CCXC ir^.^K >t7'7 7 5 'J- ; MC 
AF/M CP-1, MCP-2, MCP-3, MCP-4, eotaxin, R 
ANTE S, M IP-la, M I P - 1 j3 , HCC-1, MIP-3a/LAR 
C, MIP-3J3/ELC, 1 -3 0 9, TAR C, MIPF-1, MIPF- 
5 2/eotaxin-2, MDC, DC-CKl/'PARC, SLCSt'CCC 
^r^^K >^7 7 5 U— ; 1 ymp h o t a c t i n & if® C >-#■:/ 
775U-; fractalkin e&i'CCX 3 C^ij<>-tt77 7 5 U — 
^) , X>F-feU>. XyrP^h'JX t7^$X — D^>~>>, T 
RH, n>i7 XsTJ-J y?tfVs<7 Q $^C h\ #^>, 'Jl/*X77f^>l!l ( 

io lpa) , x:7^ >=f-» i - u >mfc£&m^?>nz>o 

5DNA$iIM4t^ISt5utl:J:oT, $>^te (□) *f#t<i:&£ 

147^^^ © y ^ - * > a° ^ mvmm^^iz mm-? s s^js©^ s&*s ct # / * 

#§891© Mz:/^ — ^>A°i7K©-5-fe, TGR18-3H G^>/1i7R^!g 
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mu-ty j? — ^//^IT'^oK I AA 0 7 5 8 CDNA Res. , 5 (5), 277-286 ( 

1998)] KT^smmmis-wv. m3 4%mm<Dwmmnm*>nzmffi7® 

5 I*Sil/t7^-^>/^lTS5HP 1 0 6 7 8 (WOO 1 /0 2 5 6 3) 

u± y° $> — 5> >/\° ^ z> . 

io m*-U. mm.. 'Ja77^a> 3i^g§££S(0!lAfc£, msk!±-& 

, 'L^E^^ $^i>-!ee> KMfb^K ^1 ^/hJHWffi, PUSS* M3: 

J; ,/ £ 7c tetesg \z Wffl t? £> s o 

is m^mzm-zTsmttrtzz. 

20 t»l:foTiIt^^i^-et5 0 *^BJ©DNA«, ^OSJl: 

x. \t. g bj © i/ -fe ^ - ^ > A 27 H S 7c }£<DI£ -t: 7 - 7 > / \? M £ 

«g<j, ^t7.)K mmu r £m$L '&&Mfc ^tt^ ntzmm 
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c: n e> m^'J tc *s w- s nfc ibis oss s b n § =t e> ^ 

©«ldll*'g'tr%36S D-y;nf I — ;k D-v>~h-;^ Mt 

=3— > ^^^->tt#M«14^J (M, #UV;K-h8 0™, HCO-5 0) 
20 ckV^o 

±& : ?m-mmmt. mx.\z. ««fSo u>^m^> « 

MAH fcK 77K T^X, -r>-t7-^> h7y> ^> tfS', -tJ- 
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kgtlt) f^iSViTtt, -BC^^O. lmg~l OOmg, 6f^b<^^ 
1. 0-50mg, =fcO£?£b<te$tJl. 0 ~ 2 OmgT-feoo #M§P#JJz:&-£ 

5 Tt>&fc57&*, -a*t^JCD^-cttMCTJx.«\ 3KS# (60kgiLT) 

K;fcHTtt, -BflO^ltJO. 0 1- 3 0mglE £f £ L < 0 . 1-20 
mggjg, .tOifJKttHiO. 1 - 1 Omgg^ilMCJ: D^TToCD 

m(ommcom^%. 6 o k g^^D{c^b7tfi^s#-r^^ 
uste&sa*, jsps4-o«^ -jew km***, ssa# (60k g tit) \z 

4oViT«, — Bt^ffiftO. lmg-lOOmg, »Sb<tt*?ll. 0-5 Om 
g, =fct>£?£L<«i&l . 0-2 0mgT»S. *iHP»K:fi#t5#^t 

15 WAH aM^J©^T«iiSM^.«\ (60kgilt) fc^^T«, — 

BKO^fcUO. 0.1-3 Omggg, £?3;b< te$tJ0. l~2 0mggg, ^0 
»*b<tt»0. 1-1 Omgli^MWllcfcD^t^O^f^tS^ 

tK ^ K £7+J-=£, t^y, y^ 7 , #2/, ^n, -f^, 

, RDNA*fclJmRNA©jfi«, WSfBSiffiT^ iDNA^fc 



7*t5- ■ ^7" • + ^ i>->^X • ^7 • i-XXX- (Proceedings of the 
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National Academy of Sciences of the USA) ,fl86#, 2766~2770 
H (1 9 8 9f) ) fc££«kB^JET*££#T£5. 

(4) *5g«oi/t^-^>/^stfciw©a;^^ ^(Dmmm^mt 

£ 3£f k $ it ^> f <Z) X ^7 U — — > £ M^T § o 

*#fi<J \Z tiJ^TO «fc "5 (3 V TfT -5 . 
15 (i) iES&S^ki^S^^t: hnta»J^ (MAH t^X, 5yK ^ 
it=^\ tys?, -f*, -tf-;vfc<h\ =k t}^£Wic«sli*7v H 

20 fc^tc stm> fcz>^-z¥ffe(Dmm wz-&* m. bfhl m§> £»p 

(i i) ^.^m(DV^.y^— &>/^PMhV< 
Z—Zynzr^^tzU^rCD^ft^y?- FOmRN A£|WJ*HK: Lt^i, flWf 3 
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5 ~i2 =t t) b < « i mmm~ 6 Bt^Sfj) & l < ra« ( 3 o 

5fcB#ra3i^ ( 3 o 3Bt> u < « i mmm- 2he =t os? £ 
l < « i mm'&~ 2 4 b# ra^) , mm^^ti^mmv^y^-^y/^ym. 

10 *fctt-?-CDBK^^y^KOmRNA**3ta, j$?*H~<5 ZL t \Z «fc 0 ff 5 d 
15 fcttf©^^ HOmRNAl^m BffiTZ) ZL t. fc:<fc 0 fr^ d 
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PCT/JPII 1/(17X33 



mmmmmi&mm-z^&ik^M, ^mmoiny°^-^>^ynm(D± 
m&&&ffic!> zi±z>rc$> <o&±-vi&m&& mm t v t mm t & ^> . 

09*-fc£, th, ?yK T^X, ty^, 7*^ ^~>, -Y*, 1t 

mn^com^. —®>mz, m%.\& (60kgi 

15 LT) fc^TWU -BCOf^O. l-10 0mg, ffSL<«$<Jl. 0~5 
Orag, «t 0SfSL<«*?Il . 0~20mgtS§o #M£P ft 

, -BilO^O. 0 l~3 0mgg^ ^Sb<tt|>l0. l~20mgg^ 
20 i0»5L<(il>l0. 1 ~ 1 0mg@i^»Mi:J:0S4t?»©M^T" 
m<DWimv>M& i b. 6 0 k gM3fcDt:i^bfcM£&#T3£<h#n?^£ 

o 

ffl <h L Tffl Vi 3 c t # £ = 
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PCT/JPO 1/0 7833 



25 , #^^->f4#M^M (M> ^UVJK-hSO™ HCO-5 0) 



±IBT-te • 0tJx.«, Mrg'J (f^J^«\ U>asiSMW, ftfgS 
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tK 7 7h, -^x, ^7+>-^, ky^ ^n, -fx, it 

tcfcD^gli&sa^ j&n&#©*l-a\ — jK«JK:0!l*.&£, )SIt (6 Ok gib 
10 T) fc*3V>Tte:, — Bfc-O&mO. 1-1 0 Omg, i; b < 1 . 0-5 0 

» — BiZ-D^mo. 0 1 — 3 Omglg, 0?£L<«*?JO. l~2 0mgiS, 
15 £D£?£L< te&UO. 1 ~ 1 0 m g D ©TiWi^T 
S-5o ^(Dmmom^-h. 6 0 k g yS7cD^IILfcfi£i£#T££<h^T#£ 

o 

©ASCITIS r,i7y^A/77t^J (lift, BSSJ5 4^ff) 
( 7 ) 9§ © G ? > A° ^ K^fS^ U-t?*— V ft >F£<Dm& 
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o 

. tt^cAMPm iiWcGMpm <y ~> h-;i-u >mm^ mmm 
m%MW]. mmn? > >mit, c - f o s ©itttib, phcd-st^ 

(A) U#> H t^BJ(DG^>A^K^Ml/-fe^-^>/N 0 ^Ki©^^^ 
£ig3irr£te-£-^ (-) U#> F£*f§BJ<Z)G^>A^«^t£Ml/-ti 

20 $t£bt^) „ 

7^ — *>/1^SS&L< tt^agB^:/^ U^f> K*3«£tfB* 

it £ ■& ^> £ © tg © x # i j - - > * mm-r ~ 



■ il:.:! 



Miv--- ;-. 

i ' 'J 1 '.' •» 1 1 - 
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(Dmm b ft U iJ> F£r, «HJ3 CO Hz 7° 7 - ^7 >/\° /7 JC^fcgtt £ i±7ctf <h 
> WM b 7c U # > K*3 £ tf«lfcft;-&#J £ co 7 ^ - ^ > A 7 fcfigftfe 

$ i±fc fc *s # § , mm l u # > F^ii/'ty^-^ >/\°7 w f-^-r & ^ 

n mm z&fzm&t, mm b 7c u # > f & £ zsmtit&m & * 

m b , jtis r ^ ci t £ #m t -r s u # > h t 0j co u-t - 9 yn 7 mm t 

tccfc -3 xmmm±izmMi^ tc v^l —&>n 7 mmizmm^^r^m^ mm 
z> z. t \z & o xmmm± izmm b ttmwv> u-t - $ > a- 7 $ i± 

fc±ll=HC4ott£. MibTcU #> FCDMl/-fe7°^-^>A a 7H^^^-r^^fi 

£8'J5£ b , it tfc-T § z t &mX t ? Z> U # > F <h ^BJ! co ^-fe ^ - ^ > A 7 K 
m t. co ^-a-'S £ ^4b $ § £ ft co i& co 7 7 U - n > 7*7j& > 
20 @^0gcoi/-fe7^-^>A7K^^Ste-fb-r§'fb^ (WAtf, *^0Jcoi/ 

-t 7° 7 - > a 7 m# \zmt z> } )fi> Kfe«jf) **mm<D i^t 7°^ - 37 > a 7 « 

^T^<k^^=fc^^b^^^BJcoi/ii7^-^>A^K^^^^^IE 
25 *F>g£Mt 7t^nU>m MCa 2 m McAMPM 
A^KcoU >m{b, c - f o s co?gtt^, pH<D{£TO^^{Siif ^«f4*7c« 
-b 7° ^ — ^ > A /7 % m t CO -a- '14 £ ^ b $ i± § { b #3 * « ^ CO ^ (D X 7 U - - 
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>t??jfe, axis 

& «fc D^iit^ft;^ d n a ^ & j&K&mfa&mm-tz ytiz^-? 

U >mm. ,«I*JC a 2+ j», cAMP *fflj&|*j cGMP 

io yy h-^u >i?n£, mmmmiiL^W], wrt^^^s^j >^ft> c - f 

L , Jt 5 r t trf Z> U # > K t m co u -fe y ^ - ^ yny mm t co 

&w$m \z\ih<DG^yn^7 nmzm. ^ — * >/i # h £ u # > k t 

: - '-fi'-l - . ; ; ; ; Ml.'i i" ;? : »^ :i>] i - " ' • 

*-f\ *%9J©7, ^ u ——>?^mzm i- tz^mmni/iz y-y - ? yn y %%m 
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t b T \t , ± IB b * % ^ © 1/ -fe 7° & - ^ > / 1 7 M # # W f £ t) O T & n & ' f "7 

^^^fg±c!it"'5/^^a.D , 7-l';l^X(3M"r^>^^^i*^ , 7-r;l/X (nuclear poly 
hedrosis virus ; NPV) U 's H U >7°n ; E— ^— , SV4 0fi*©7'nt 

• • rt<1i!ruz?1i)V • h U— (J. Biol. Chem. ) , 267#, 19555 — 

19559^, 1992¥] fcBB«©:#i£K:ftoTfr "5 £ £*<T?#5. 

o 

IIS£i§itT(i, fern®. 
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$$znz>mft<Dz:ii&\<*?. mi&(DWfr-ftfetLT\Z* Potter-ElvehjeniS*^ 

mm&m i * y xjvfr e> Hft 2 & z\ t. \z & zwm-f e> n ^ . ib/ismcd^ 

UTI^btll). MAte\ (5 0 0 r pm~3 0 0 0 r pm) 

T^PtW (il^r, ID1^~10^) itn>U ±tit££ e>tCit>jg (1 5 0 0 0 rp 
10 m~3 0 0 0 0 r pm) T'Mft 3 0#~2IWiI^U fl^^ai^Wt 

cd*«, lmmmfcQ 1 0 3 ~ 1 0 8 #^T&£©7W£L<, 10 s ~l0'^f 

£ fc ^irn <h |WI#<73?£<ft£Trr ^nM^ 7°^ -3? >/\° i7 

^^7^^^fflv^n<>, prm? phi - r l25 ii . r l4 ci , r 35 si ta^-cm 
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4-10 (Itl<HpH6~8) ©U>tA777-> h'JX-IlA'-^j 

5 ntf^fnf fectV^o #M«l$^£f£M2i±3@l$T\ CHAPS, T 

ween- 8 0™ (K-7h77>a) > y^h^>> r^^^U-MSfO^S 

&14I^a'7 7 7- Kin*.* ynf7- tftCct^>i/-fe7° 

^— *»U#> KCQ^MWIASBWT'PMS F, 0-r^7°g 1 >> E-6 4 (^7 

10 £o 0.01ml~10ml ©^U-fe:/^ — git, — fcm (5 0 0 0 c pm~ 
5 0 0 0 0 0 c pm) ©«SSb£U#>F£i$iraU PJlSfc 1 0" 4 M~1 0- ,0 M 

(NSB) £S[l££:ae>{::;*:igfiJ<D* 

^^^mm^mzm^-r^tm^^m^y^u-^a >#^>*-* 

(NSB) «r§l^fc*^>h (B 0 -NSB) £10 0%£b7i 
^mm^m (B-NSB) fr\ Mx.«\ 5 0 %£AT^^Sg*^b^^ 

9 U-^:>^-r ; 5±l2<^(3)~(5)©7JS^^t"^fei6^«s Mx.H l/t7°^- 
ML M!SF*3C a 2+ ilg|, McAMPM »cGMP«, / v- 

25 h-;i/U >M£> «rt^>A-^K©u ym.it. c-fos 

i£ * 7c fi rffi © jffl Jt/fl ^ 5; h £ ffl tr * TSU^r £ - t ^ § - 
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t£.m& & o ^ mm& \zm-& £ ^ £ & i> m m & n y y t — \z ?m i- , Rmt^mu 
rzmn mz.\t. r^^^ymuE) <d±^k mm^m-t^mmmiz^ 

isa$ ij^^tt & ?t l t x ^ ij - - > ^ ^ ^ tc n m & u-t y°? - * >n 

B-^b^> mw£.m%d. mmt&ftm. mwM&m, mmm^mmu^m^ 

U # > K i^s^^) H:7^-^ >/^ff 
1. xyi]—~>y"mm.M 

Hanks' Balanced Salt Solution (^7*3tl) 0. 0 5 %Oyi/Mn 7)V 
Jlf£ o . 4 5 n m CO "7 y )h — fitgilf 1_, , 4 T % tV> . ^ ^ t-M-i ffl 
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5X10 MB,/ftTaSft U 37t, 5%CO r 9 5 % a i r T" 2 a RI^SI U & 

\zx i mmic^r-t*. 

10 2. 

©12 7/1/- h {:Ttg*U^B^©^t7^-^>A^l^i 

(Dl 0" 3 ~1 0- |0 M©Si^M$5/i \lJUX-tz.m. IiU**>H?:5y 

15 lira*., tStTiNfFM^^o 

CDffcbOK: 1 0' 3 M(7)U^7> F£ 5 /i 1 i)P*T*3<o 

©sjeifts^b, i m i (D-m^mmmm-v 3 njjfe^-rs. ,TOfc^L^ 

IU^>H^0. 2N NaOH-HbSDSWU 4ml®tt'»fl/ 

5tU Percent Maximum Binding (P MB) £^<D5£T;£j£)^o 
PMB= [ (B-NSB) / (B 0 -NSB) ] X100 
PMB : Percent Maximum Binding 
B : m*?tlN7LtzM(Dm 
25 NSB : Non-specific Binding 
B 0 : m^^rm 



BNSDOCID <WO 0222665A1 |_> 



WO (12/22665 PCT/JPO 1/07833 

64 



ymm, mmmc a 2 + m> camp mf&fa cgmpm, < / 

y h-;i/U >@£^£, ftBJ®l*3^>/^S&<£>U >f&ib, c - f o 

\ZttTZT>&zi-X H , (A) U#> K<h^BJ^G^>A°^M^£§!Jl/-ti 

10 ©Oo 

*m8<D\/ J £7°? — ?>^7MmiZttTZ>7>?3-7, bit, ^mw<nu-\z7° 
SiT-ste-a-tite, *mJW i iz7°7- 9 ynynmizn-t^b u #> F^T54 

II ?S- -ft £ iS' 5i T ^> © ^ £ T {£ ^ & m M b. b T t i ffl T £> £ = 

^^^it^mt, ^mnou^7°7-^yn7nmiz^^U7iyb^-r^> 
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, mmi±mm. mm&Mtz ee-t^ze a. 

th. vvV. y^x. ^U-^f, t^>\ y^ 7 , ^n, it 

T) £43UTte, -BCOf^O. 1-lOOmg, SL< te&J 1. 0 — 5 0 

10 , WAH aW^JO^T^il^J^-^ 3BSS# (60kgtLT) K&^Tte, 
— BCot^O. 01~30mglE jifSL l~20mggg, «t 

D£f£b<te^0. 1-1 0 mglg^iWilck DS#t^©«^T^ 
So {&(DW)<$}(Dm£rh, 6 0 k gSfcDtlItfci^4t?)^ t^T^?)„ 
(8) 2|:^0JOG^>/\ o ^K^^Ml-'-fey^ — ^>/\°^K£:U;tf> K <h 

Mtt,m e ttfeft & ofis^sw & ^7c u t v 55 a. e> tot 

UTffi tr> S £ £ ^X # 5 o 
25 tS^i^Ttl). 
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^tjiffts. -ne m^'J & t* s mm ft & ztifzffim<Dmmtem lw 
15 ©*n&H*#waifflE D-v;i^k>— ;k d-v>-] — ;k Sftt 

U-)V) . :t>'ft#®£H4g<J (M, 3jfJVM-h8 0™, HCO-5 0) 
±IBT'K • ?&SKSfU«, Mxli liffM (Mx.H U>^,ft», f« 



Si i J 
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ix.H th> 7 7h, t^x, t^y, ^->, +f- 

T) ^^Tte, — 0 iZ-D #1^0. 1-lOOrag, L< 1 . 0-50 
mg, ctO$fSb<^^l. 0~2 0mgT'$.5„ #lPWi:^t§i^ 

. 0H*.fcf, att^J^^-ettiiSM^.^ Sit (60kgtLT) fcfc^Ttt, 
10 -H^O#|<jO. 0 1~3 0mggE ffSKtt^O. l~2 0mggg, J; 
D£?£L< te£U0. 1 — 1 0 m g t:J: D g^tSCM^S 
3 0 m<DW}W<Dm&<b. 6 0 kgifc0tillfcl^t5ui^^ 0 
(9) *^^©I/-fr^-^>/\°^Kfeb< ^©g^^^ K^/ttt^-©^ 

15 ^mmoimm^ ^mm^u-^y^-^y/^ynm^mm^zmm-r^^t^ 

(i) *5g^©fit#:t, ^^cfc^Ii^lz-fe^-^WN'^K^i^M^ 
( i i ) <h *Sf£-t L/ W ©tri#:*3 i Oolite $ *afc:fcfE9§ <D 

ttfch&mm&z^umwtmz£imz&tz<Dt>, ^m<tnfc±<D&$m<Dmfe& 
sj^rr z>z.t %mm *<D*mw<DU'ty°?—&>^y mmofcrn-te 

25 

±ie (ii) fc*3ViT«, — jj<Dm$rf*mM(Duizy°?-& >^?nm(DN%ii 

SB £ 5 iaffc T\ ffi ta^*5S W © U-fe ^ — ^ ^ © C SUBS 
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b 60 HI ffjtc ta^^H^tf) fcCD£JiH*T& J: < , Sfe, tKWft=?-<D F(ab'), 
, Fab', $^U{iFabi^^ffll>Tfect^. ^^CDlx-fe^-^ >/N°^ 

io ^^&aet^+f-> K'r y^mmTMizm^zftztf. mm. ftm&w&'v* mz 
rut. c l25 n , c ,3! n , c 3 h] , c l4 o aMuens. ±ra*<hb 

^ >■ / \° ^ m & % i • » m m £ ^ m it . m jz\t-t <r> \z m v > e> n s fl^ss^- * m ^ 

S^Tfe«fc^. SfttbTH 7#n— T+7h7>, -t;i/D- 
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•So 

* % m (d -y- > h y ^ & 1 3 «t o i/ -tr 7° ^ — ^ > / n° ^ m m <d so ^ & k & v > t « , 

^SlScD^iiirEMi(F) £*ft#£j|g^bfcSHMfiJiC (B) tS^iU ( 
20 3— ±|E^^^i-^^2ir[#:7 t j:^^ffiV^?iSt@?i, *5<fct^ HKftiL 

@ffli:?at*BS^«rr*. ^i-* ViTn^©*§0«gfc 
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7c « ^ <tj m. <d mifc % &m nrn«*ci: t ■ ». c: n e> » - & w so {3 o t > 

Tit. CM7t«\ Aff Sii r^i?^--f 

10 B3 5 3«t) , 5ilim^e>II r@*S^^SteffiJ (^2 IK) 

&2fri6 2^fgfT) > VvX - > • x^VtOy- (Methods in ENZYMOL 
OGY) J Vol. 70 (Immunochemical Techniques (Part A)), IrJII Vol. 73 (Immunoc 
hemical Techniques (Part B)h [WJW Vol. 74 (Immunochemical Techniques (Par 
15 t 0), [bJIH Vol. 84 (Immunochemical Techniques (Part D:Selected Immunoass 
ays)), IrHI Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibod 
ies and General Immunoassay Methods) ) , IrH Vol. 121 (Immunochemical Tec 
hniques (Part I:Hybridoma Technology and Monoclonal Antibodies)) {£X±.. 7 
ts y 7 7° UTsQWir) 1z Emm.'] . 

20 &±<d&?iz. &mm(D&ifc&m^ : bz\£iz£^T, j£mm<Dv-\L7°i?—$?> 
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it^m <d x ^ u - ^ > tfism , 

>/\° ^ H^5t|g-f £ £ <h \z X % > iMM fc£> § © Uiz y°? - ? m 

^ k ^ais-r -5 c: t \z x z> s mmmiz ^f^mmoy-^y^-^y^ym^ 

o 



BNSDOCiD 



<WO 



WO 02/22665 PC T/JPO 1/0 7833 

72 



Mi&v&mft iz^^nz^mmou-tyy-yy^yw^fz. te^o&ft^y'T- k 

(i) iESfeSVitt^St^^t M£?LM (flIAfcE, "'£7., O 
^~>, ^n, -f*, iNl/&£\ iDI«W*77h 

, g*7h^, IMya^, WISP, — j£R#Higifib 

ifcf^ &5V>te4#^0DII8gg flg. JfflU, Sfl. *J1> WflR* 

^Sft*iB#©££*V>"5. *BIJS©lft5^ffi<i:LTrau Potter-ElvehjemM^^E 
S?±-T if— T?iffllia**¥b»f 7-U>7 t 7»^-^U hn> (Kinema 

ticai±M) ©ct^»> m^mz^&m. yvy^yyyuExm±.\^ui^t> 
m j& ^ m ^ / x ; i/ ^ b !t a £ -a- s 3: £ <£ s & ft & £ ^ e» n * . im m m v>ft 

bT/H^b*lSo (5 0 0 r pm~3 0 0 0 r pm) 

Trmmm GiS. *tJl#~l 0#) j&frU _tvS£e btlSiiS (1 5 0 0 0 r p 
m~3 0 0 0 0 r pm) TffiS 3 0 #~ 2 mfflj&'b U ^6n*i£flg£IBIia#i: 
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(i i) ^mn<Dl^7°?-?>A2MbL<\Z^(DWA^y° : ^\ i £:mM-tZ> 

-^>/^i^c tt-E-ossa^ k * sits n t s o 

~i2 Bt win «fc o * l < « 1 BtWHti- 6 strain fe b < «— sstra^ ( 3 0 

10 3BE £F * L < 1 B#HSm~ 2BE <fc 0 S? * L < « 1 B#W&~ 24B| 

^— mm immm®. ( 3 0 301, ^t<m r#m^~ 20E «t 0 
b < « 1 i#ra&~ 2 4 nmm > mmmz^n^mmoyv^-f^-^yn^n 

15 (i i) #M^^^^«v^g*r^I^fc^^h:^^±§i{!24 I {c^^$ii- 
(i i i) jEtt&SWi^S^;^*: hUtSLWrtfo (M^.^ T^X, 77 b 

> o-v-if, -f*, ^d^w^m^^ 

llfctti, JfiLffi, (MAH 1, J3THS. H*K, fl^BS 
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W £ , mil t & -5 §3 © u-tr y°? — 2 > a° ^ n £ « ©SB#^ y" ^ 
K CDS £5fc|gf « d t 5 o 

7 ^ - ^ >/\° /7 r ^ & tt-eogu^^ ^ k (vmzmbn tt d £ J; 0 , G ^ > 

. c - f o s cDSttte, pHcDfgT^^^jlT^^^TtWM-rs^tt^i: 
JJfgtt £ tiro fc£> cD^±TfS«f4 7^|g^ £ L tfi fSo 0 



d CD ck -3 !C l- T f3 6 tl o M^J tiiJc £ T i&mYk T" & £ CD T\ 0>J Hf?j?L» ( 
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Mz.lt* th, r;K k^vs -f;*, tr 

5 T) tC£^T«, — U\Z-Z>gffiO. 1 ~ 1 0 Orag> J? £b< teltJ 1 . 0-50 

, MAfcf, aWm©7^-r«il^MA«\ (60kgibt) KfcHTWu 

— BlZ-D^mo. 0 1-3 0mglflt, JJSKtt&O. l~20mggg, £ 
10 Dff^b<tt^0. 1-10 m ggl^iiaitC J: 0 

£o ffiOMjOif^fc, 6 0 k gM5fc9fc&JiEb&*£i8#t"S 

-S^BJO u-fe 7°^ > a° ^ M * F ©t^H^ 

mit^ & m (d v -ti y & — ^ > a° z n <Dmwf± \z mm-f % (D^r-mis 

sasuii jfifcn* sns¥&ffl t^iTS? o-r s^tf^ox mm-? set tf-c # 
s o c ti b s^J & w- § ^rss rftftm feftTF 2 ntc mm <d m m urn e> n * «t 
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©anfins-g-tr^gi^ caiae:, D-v;nf f-;k D-T>-h-;k ^fb^ 

, ^-T^->'l4#M^f^'J (M, ^UVM-h8 0™ HCO-5 0) 
15 ft^tifflLTfei^c i«<hLTft p^?Sk V> 6 

±IBW • fe^gfjte, MAH HWJ U » 

20 >&<H) , (M^Lfef. b VMM 7^7*5 >, ^'Jxfl^^^Un-M^ 

£ SB & b T £ „ 8H $J $ n tz. ft M m \t M # * 51 ^ 7 > 7° J t '\z ftm £ ft So 

m«\ tK 7>yh, >7-y-^\ b^v\ y^. «7>\ -r*, -y- 



mg, «t 0 fiP £ L < Hfc'J 1 . 0 ~ 2 Omgta«. □ A -J tC S^-tS AS h \t. 



A 
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— BKo^ftjO. Ol-SOmggg, ^SL<ai^O. l~2 0mg^, «t 

5 S. m(DW)W<Dm&t>> 6 0 k gMSfcD KJfelP bfc*SrS#-rsHi:7&«-e$*. 

(12 ) *^Hjoi/-tiy^ — ^>A 3 ^K, -^CDg^^y^ F£fc«-€-nS<Z>*& 

cAMP3£/&, IHISF^lc GMP4fiE, -f 7 ~>l — )VV >BM^ MMWkM&^W} 

20 A^-r^m^cDi^ta 

^yK >-7it^\ kys^ ^~>> -r^, VJVtzE) UE ( 

25 $fi®T-$>Oo 

#fg0J CD D N A &ttMW]%Q \zm% $ 1± 3 & o T M D N A £ ffij#)IHJ)ST- 
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— ^ x y ^ — if it e y □ ^ - ^ - & ^ &m n e> n ^ e 

io -ie L^m±mm^^nm^m(D±xiz^%B^(^uizy'^-^>^^mm^-r 
&z\t$:MMTz><, mfc^%^wm^>fzz\(Dm(Dmw<D^mz^<D]&m$m&<£ 

Z. £ \Z =t D t^TO^i^DNASftSi 5 tCf^g&ift-f 3 C <h£n?i^o 
#^>c #JxJ£\ ^ODNA^Y^XOW^DNAfcKURNAJl 



WO 02/22665 PCT/JPO 1/0783 J 

79 



(i4) T>^-t>x^u^^u^^H mm 

dna) (DmiM&wmT ^^.t^-c^^^mm(Dy>^-±>7,^ ] )^ 

K^n— FT^DNA©ii^-<h[Wltl^DTm^J^T^>^ t^-c-#^)c 

k ^+f-^> vi/, ^n, -r^, -y-;^^) KttXsxmumiz-fc. 

MT>3Hz>X#U;*#Ix^F0i£-5-»te, 2*Jfe0SfiL 
tt60 kg) fC#LT, — B*fcD*5 0. 1—100 mgT^S. 

25 $e>tc 

NAtmt5=fifiRNA, 
(DMI3 - fill R N A L S ISM, 
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A, 

©HfJSH U -f A L-T&<E> SrigflrT 5 . 

21 n b O-iiRN A (RNAi ; RNA interference j£) , U ^if-f A& 

5 dna) ©^^wits^t^tt. tkfemz&tf&^mm<Duizy°d7-$'> 

— iaiRNAtl ^(D^m (M> Nature, 411 #, 494 H, 2001 ^2pt; 

U^ltVAteU 4H0CD;£?£ (M, TRENDS in Molecular Medicine, 7 #, 221 
H, 2001 50 i32pCT, *^BJCD#U^^ I/^F^)iH^i^«^l^ttUTMit 

CO— g&JC^&CDU^+N' A^iHS-r^^i^^oTMitT'S^ii^-c-^^)., 
15 a^C0Wiz7 o ^ — ^>/^K£3 — H-r^RNACO— ^tLTH £;£u"CD U ^if-f 
A{- c k^T^^$tlt#^*^BJCDRNA±CD^jra^{C3fi^b^§^ (RNAIDr 



20 



25 



_hf2(7)-m0iRNA^fettU^-if-rA^±fBTO • M^JiLTfft^i 



PAC-IUB Commission on Biochemical Nomenclature lz£Z>m^&Z>^te^t%ft 
DNA :^^i/'J^^ 



T : ^. 
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10 



15 



20 



25 



G 
C 

RNA 
mRNA 
d AT P 
dTTP 
dGTP 
d CTP 
ATP 
EDTA 
S D S 
G 1 y 
A 1 a 
V a 1 
Leu 
lie 
S e r 
Th r 
C y s 
Me t 
G 1 u 
Asp 
L y s 
A r g 
H i s 
P h e 
Ty r 
Tr p 
Pro 



^7-> 
y hy >' 

-> X XV ~> >HU>i 

T^y^7yy>HU >^ 
rt+yyfy>HU >^ 
7rVy>=U >m 

FryJUIithU^A 

Xr>~> 
AU > 

-f v n-r ~>> 

■fe'J > 

yXr-l" > 
^X;T— > 

x;i/^~> 

hXfy> 
h'j7>77> 
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10 



A s n 
G 1 n 
pGlu 
* 

Me 
E t 
B u 
P h 
TC 



fTV"Uv>-4 (R) 



15 



20 



25 



T o s 

CHO 

B z 1 

Cl 2 Bzl 

Bom 

Z 

C 1 - Z 
B r - Z 
B o c 
DNP 
T r t 
Bum 
Fm o c 



: 2, 6 -i??un^>>?)l> 
^ > z/)VJr*r -> * A -;!/ 

t -7h+y^f^ 



I, 2 , 3 - ^ > V h U 7" > r >• 
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HONB : 1-t KD + y-5-yj^M>2, 3-y*;^>W5 H 

DCC : N, N* ->?^D^y;WM^5h' 

5 

ia^j## : 1 

^Hj®t h S *lf S G ^ 1 JtfSSa U 1 7°^ - ^ >/\^ 1 T G R 18- 

io *mm<D\i hmmfrm.G^>/^^m^mu^zy°^-^>^^KTGR 1 8- 

2 £3 — h*t§ c DNAC0^SSa^J^^t" o 
SH^iJ#^- : 3 

15 Sa^iJ#^- : 4 

KT©ilW 1 , 2 *5ci:tf 3 fC&ttS P C RMJ^-e^ffl Lfe7°7^-7- 2 

IB^J#^ : 5 

#3S9i<Dfc: hEfe*ifrMG^>/\ 0 ^K*tSMl/-t-7°^-^>/\°^KTGR 18- 
20 3©75yiiE?iJ^^t 0 
§B^iJ#-^ : 6 

*^i^©k ^3teBfSG^>;^SftfiSl/t^-^>/^RTGR 18- 

3 $3 - Ft?) c D NA©ISSHM^f o 
Bfl#I#^ : 7 

: 8 

KT®H1^5tfffib/:7^7-h , 77^-7-TGR 1 8 T Q F ©4&SgB^J 
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mzm^ ■. 9 

^T©^1M 5 I L U / 7 7 7 ^ T - T G R 1 8TQR©SSTO 
St. 
@B^'J#-^ : 1 0 

5 J^TcoHMMS-eflgfflbfc^n — yTGR 1 8 TQ P <7)j&-SI2^iJ£^ 0 
f3^iJ#-5§- : 1 1 

i cot^ /mmn^To 

SB^iJS-^- : 1 2 

10 *lig© t h ft *|ffl G 37 g^ISM U-t 7°^ - ^ >/\^ 1 T G R 1 8- 

1 £n— KT£ c DNACDi^SS3^J^^-To 

^TOHMF>J3T#6nfc^M^#;, ^11 (Escherichia coli) TOPI 
0/pCR2. 1-TGR18-2I1 2 0 0 1^ (TO 13^) 4^19 0^ 
15 ^^fc<raiT@l#ifil «f*^6 «Hf^3 0 5-8 5 6 6) CD 

&LiLn&&Amn&ffi&&m9m wn^mu±>^~-izmH^F erm 

BP - 7 5 5 Oibt, 2 0 0 1^ (TO1 3^) 4/311 B^S^E^Eitr 
^JIII£+H*1BI2 - 17-85 5 3 2 - 8 6 8 6) ©SfHfeA-SSl* 

WS^fiff ( I F O) t£3FK## I F O 16610i Ltfffi^ntt^o 
20 ^T^H»J4Tl#e>n/c^Kfe^f*, AJIiM (Escherichia coli) TOPI 
0/pCR2. 1-TGR18-3I1 2 0 0 1^ (TO 13^) 4^19 0^ 
^mm-D < fcfrtfjfc 1 TB 1 1 -F^ffl 6 (SS<g#-^ 305-8 5 66) <D 

^ftmkAmn$mi&&w9tm &ft&m&wt>*-\z.&w&nF e rm 

BP - 7 5 5 1 tLT, 2 0 0 1^ (TO 1 3¥) 4H11 Brf^ 8> ABSJfrAIKrfj 
25 i^JHIx+H^inT2 - 1 7 - 8 5 (SfiEtf 5 3 2 - 8 6 8 6) 0«A-^ 
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^□ — ->^ (Molecular cloning) KiBS^nT^S^&lctEofc:. 

khilcDNA (CLONTECHtt) Mtl, 2 f@©7° > ^-f?- 1 

(I2M#-5f : 3) iScktKy^-r V— 2 (I2^J#^f : 4) SrJB^T P C R^J^ff 

Advantage-GC2 Polymerase Mix (CL0NTECH&) Ulf, y"^-i^-l (§B3*J 
10 #-^:3) 2 (1B^J#^: 4) £#0. 5^M, dNTPs£ 

2 0 0 mm, £>£Z$mmizmtt(Dny7T — £ 1 0 u K GC Melt£5 a* 1 iDA 
, 5 0 At 1 ©iRM^Lfc. 9 5t- 9 5°C-3 0#, 
6 8*C • 2#©1Md7;i/£:5[HU 9 5t- 3 0f, 6 6°C-30#\ 6 8 °C • 2 
ftW't 2 )V&$m* 9 5°C-30£k 64'C- 30f, 68"C- 25r®1ri'^ 

15 ;i/£3 OI§IiHlt)5IUR1gfc6 8°C • 7#©#fi£jS&fTo£:. iPCRSMtl 
^TOPO-TA^o-->^7h (Invitrogenii) 0®Ml^7^$h* 
^^-pCR2. 1 (Invitrogenft) ^y'?u — - ^n^UIM 
TOP 1 0 IliAl, c DNA^9^n->$7>fy'J >£^trLB»cig 

20 mU-ty& — ^>/^S€£:n- K-TS c DNAffi^iJ (@H^J#-^ : 12) Sr#fe 0 

GR 1 8 - 1 t^^bfco 

TGR 1 8-1 CDS$7R'f4:7 0 niy MH^IH 1 

25 HM^J2 t hffimS*G^>/\°^KifcSMl/-tiy^-^>A 0 ^«S:3- ^tS 
cDNAO^ n — ->^£:&SSS?iJ<£>&^ 
thflcDNA (CLONTECH^h) ^iStb, 2jH<D^^-Tv-, 

3 (@e?ij#^§- 7) *5cfc^7-r 2 (rnzmn 4) ^^tpcrto 
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, Advantage-GC2 Polymerase Mix (CLONTECHtt) 1^1*, y°^-f^-3 (SB 
2Wt:7) ^7 7^-7-2 (lE#l#*t : 4 ) S&O. 5mM> dNTPs 
S2 0 0/iM, *3«k^SF^HaS#©Ay7 7 — £ 1 0 jti 1 , GC MeltS: 5 ^ 1 JP 
5 0/i l©IittL PCRMffril 9 5°C-1#<Z>^ 9 5°C-3 0# 
5 , 6 8°C • 2#GD+M' 5 0, 9 5*C-3 0g\ 6 6°C-30#\ 6 8 °C • 

2 5 HI, 9 5t • 3 0#\ 6 4°C-3 0#\ 6 8 °C • 2 

i?M3 OIsHftD3gL*&K:6 8T: • 7#©#;&RJiS£fTo£:. iPCRM 
ft^TOPO-TA^o-z>^';h (Invitrogenih) (DMTj tc^t^y ^7, 5. 
h'^^-pCR2. 1 (Invitrogenti) ^Vf? u — ->^b7c 0 £ti£7^§ 
10 1TOP10CSAU c DNA^^ □->^7>k'y U >^L B«tc 

fiai/t^-^>/^R£3 - Ht5 c DNAEJIJ (S3^J#-^ : 2) £#7c 0 

15 c DNAOi? n— ~~> t? ti&MWM<nfcfe 

hhB^icDNA (CL0NTECH&) ^iltU 2 «<7):/^-f y'^^T— 
1 (IBMS-^- : 3) jSJz&zf?-! V— 2 (i5^'J#^ : 4) ^ffl^TPCRTO 
fr-sfc. KS^t*3tt*K0^©iajEd&tt±8Hc DNAS 3 m liiibtfib 
, Advantage-GC2 Polymerase Mix (CLONTECHft) 1 m 1 ft. 75^^— 1 (15 

20 ?!|#-S§-:3) ^^7^-7-2 (iB?'J#^ : 4 ) £#0. 5/iM, dNTPs 
&2 0 0 jiM, fecfcD^^lC^cD/I^^T — £ 1 0 jli 1 , GC MeltS 5 m 1 

5 0wl(Z)iiilL PCRM> 9 5t- 1M> 9 5°C-3 0# 
. 6 8 °C • 2 #©1M P)l S 5 0, 9 5 °C - 3 0 #\ 6 6 *C • 3 0 f>\ 6 8 °C ■ 
2#<£>-tM-^;i'£5[El, 9 5t- 3 0#, 6 4°C-3 0#\ 6 8 °C • 2 ^cDit-T 

25 ^;US 3 0 HlSIOigU^^tr 6 8X2 • 7 5J-(7?#SR^&ff ofc. iPCRSf^I 
^TOPO-TA^n-->^»yh (Invi t rogentt) ©$E^Ct^77X5 
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iZmU-ty'?— ^>/1£St&:3— FTScDNABE?!! (gB#l#-*§ : 2) £f#fc„ 

$TGR18-2t^Uc. ^7c^KI5Mf*^^flim (Escherichia col i) T 
OP10/pCR2. l-TGR18-2t^lfc. 
TGR 1 8-2 <DM7k\t7Uy hm&m 2 tc^f. 



*M#J4 t h^E&^G^>/1^K^fSMl/-fey^-^>A°^K^3- K-TS 

khMcDNA (CLONTECHth) £&#M£U 2 M<D7°7^ ^— , 7 
10 1 (IB^J#-^ : 3) 43=fctXy^-rv-3 (§2^'J#-^ : 7) Si^TP C RSJf&£ 
fro^c, KSJtSJC^ttSSlSSSOiaJSKmilBc DNA£3 /z l^ilT^ffib 
, Advantage-GC2 Polymerase Mix (CL0NTECH&) Uli, 7°7-f7-l (IB 
?m-$=r : 3) *3J;r/7°^-rT-3 (iB^J#-^ : 7) £#0. 5/iM. dNTPs 
£2 0 0 mM, * < fc^»*t^OA<y7 7-* 1 0 At 1 > GC Mel t& 5 M 1 JP 
15 5 0 At 1 ©tit bfc. PCRKJfcte, 9 5°C • 1 ft<D&* 9 5°C-30# 

, 6 8 XZ • 2 #CD1M ^5 0, 9 5 °C • 3 0 #\ 6 6 °C • 3 0 fj\ 6 8 °C • 
2#<7)1M ^;P^r 5 0, 9 5t- 3 0§\ 6 4 < C-3 0#, 6 8 *C • 2 #©1^ 
^£3 0@»t)jgb*^6 8X2 • 7#©#fi£jS£fTt>fco RPCRKlSi 
ft^TOPO-TA7P-->^^h (Invitrogenft) ©MTa^^V^^T,^ 
20 K^7^-pCR2. 1 (Invitrogenih) ^~7*7 U— n>^b7^ 0 ^tl^l 
1TOP 1 0tC#AU cDNAS^D-^^Kv'U >*^tfLB^5c 

SlUt^-^^^SS^ - Ht5 c DNAI251J (S3?'J#-^ : 6) 
inb©757 &B3?U ^^W-T *»fffi G ^ >/1 ^ K JtfS^ l/t y ^ - * > A° ^ M 
25 STGR18-3t^«Lfc. ^fcTgft&SSMfcS: *fl§® (Escherichia col i) T 
OP10/pCR2. 1-TGR1 8-3t^lfco 
TGR 1 8 - 3<D&7kfeZfUy hmtmSl^^o 

$mm 5 TaaMan PCR£fflV>fcTGR 1 8 <DfiMm.ffift1fi <DMVt 
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^•f v— ~BOSz?u — y^Primer Express ver. 1.0 (PE./H^yXTi. 
X>>>/\°» ^tiTjfOl, 7^7-H77l'7-TGRl 8TQF (5' 
-GGCAA GAGCT AAGGA AGCTG TG- 3' (lE^'JS^ : S) ) . U A-X7°7-1' Y- 
TGR18TQR (5' -CACCA GACCA TTTAC CTGTC TGG- 3* (SH?iJ#^f : 9) ) 
5 , 7*D-7*TGR 1 8TQP (5' -CTATC CTGAG AGAAG CCCAC TTGCA AAATG- 3" 
(@B»#: 10) ) £f£ML£: 0 7°n-7*©U*"^-fii(iFAM (6-carb 
oxyf luorescein) £r#2jnL£:c, 

77>7-FcDNA(l pCR2. 1 - T G R 1 8 - 3 &ffimtZ LT7* z>^ 
•7-1 (SB^'J#^- : 3) *3«fcc*:/^-f -7-3 (@B^J## : 7) gr/BUTigipSLfc 
10 P CR&rJt^QlAquick PCR Purification Kit [QIAGEN (Germany) ] fCTfSMb 
> 1 0 °- 1 0 6 D tf-/5 w 1 CiSLTfflV^r, 

§»c DNAV-X«CLONTECH?±SMART RACE Library System^ffl V^Tf^ 
Ibfc§lcDNA7^77'J-^fflt^c„ TGR18 (TGR18-1, TG 
R 1 8 — 2 3$J:ZfT G R 1 8 — 3 ©-g-ff) fggtfi £ |WJB#i;r, TaqMan /3 -act in co 
15 ntrol reagents Mix (P E/Hty7fAXy>^» &m /3 -act in^^S 
^riPJj^bTnormalize-r^^ chtCck D> TGR18 (TGR18-1, TGR1 
8-2M^TGR18-30^ft) M^£I£|£Lfc 0 
TaqMan PCRte, TaqMan Universal PCR Master Mix (P E/H t77fAXy 
©fS^Srfflli, ABI PRISM 7700 Sequence Detection System (PE/H 
20 ty7TAX'ytA'» KT\ ^<Di5£0J«H^l^^$i±fco 

^^rIH7*3=t^l iZyfk^fz. TGR 1 8 Mlfli^^I^ Stilt 
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(n t° — i5://3 -actinx 10000) 


ffia 


1 




0 




1 


Iff II 


0 




1 




0 




7 




1 




0 


mm. 


374 




0 


8? Si 


0 


Tift 


3 



U^^I/^-^H (#UxJ£, DNA, RNA^i^nbOiift) (DU#> 
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A° ^ Jf^S^ U-fe 7°:5? -37 >A° 7 K £7c te-^ig, 
5 2. m^m^ : 1, BE?U#-S§ : 5 S^H1B^J#-^ : 1 1 Tl$ni.7 = y 

£-a tt5 ^ £ £4#tfc ii-T -5 G ^ > A°7 M^^M U-fe 7°^ > A 2 SS/cUf 

3 . if jfc^ 1 fB«c© G $ y A° 7 55±t ® M 7 ^ - ^ > A ^ 7°5P H * 

10 4. lw>K^i gBf&OG^ >A7H^Y£M l/^:7":5? — ^>y^l^n- FT^K 

6. SB^JH^- : 2, IB^iJ#-^-: 6 £fc«IE?'J#-^ : 1 2 -c3E£n£ms§B^J£W 
15 7. §jf«t4fB$fc<D# U 7*7 ^fF^tt5«^^^- 

-fe 77 - 7 > A° 7 « £ b £ d t&mt hT2> Wt^M 1 iBf£© G 7 > A 7 
H^S^ 7° 7 - 7 > A 7 M £fe cD^comit^o 
20 10. 1 fB«cDG7>A^7K^£Ml/-fe7°7--7>A7l€fcL< tesf^ 

1 1. §jt*^4tB|}c<7)^U7 7 F^lbTtori, 
1 2. If:£^fB®©G7>A7fl> t ^S^ 
3fB«&(DgB#^75F- K^/^^O^^-r^^o 
25 13. If^3Ilf3mcOG^>/N°^^^^^l-ir7 0 ^--^>/N°^K(7)>'^^-;H5iS 
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(D g ^ > a ? Kit fern u-t 7° d? - & > a ^isfc cd j& tc*f -r -s U # > F o 

1 6. |»5fcJHl 5f2$cCDG^>A^K*t£Ml/1r7°^ — CDU#> h'^tf l/Tfe 



1 7. mMmi%m<DG$>nznm9Lmu^7$-?>n2m^\s<mn?&m 
5 3i2«cD^^^y^ F^/ctt^coig^ffl^§ d tzm&tTz>m>km i tBitcDG 

^ >A ? K&'&m l/t^-^ > A ^f^fc ^©^{C^-T -5 U # > K (D&fcJS 

fee 

1 8. M^^llB«c©G^>7\°^K^tSMl/-tiy^-^>n^Kfeb<ttIf^ii 
10 l|B«(DG^>/\ 0 >K^^^]/i r y^_^> /N ^ K ^ fe ^^^ i(D ^^- fts ^ 

1 9. M^lf2«c(Z)G^>/\°^K^SMI/izy^-^>A^KfeL<«|fj}cJS 

15 ^b£i*£te^£fc«^-cDmcD^ ij-->^^y h 0 

2 0. Iff^l 8|2«C0X^ U-->^^^fettlf^l 9fE*££>7^U— - 

> ^ *v h&m <=> n 3 u # > h £ w ^ i ib«cd g 9 yn? nm&m 

1/ ^ 7°^ - ^ > A ^ K £ te-^ <D±& £ CD ^'[4 & t£ i± § it &m * CD i& 



20 2 1. gfi^l 8fB*£CDX^7 U-->^^^fettfi^l 9f3|i!cCDX^U— — 

> tfm * y h ?rffl viT# e> n -5 ^ u -ft y k £ it ^ i famco g ^ > a ^ k^^m 

1/ -tr 79 - ^ > A ^ k £ <Di& i co^^-tt £ ii- 3 * cd^ 

2 2. lf5fcli4SB«cCDz^U^^ h U >yx>h^ffTt/W 

25 ^ XT-Stf U 5? ^ L/^-^ Ho 

2 3. W^4fBmcD^U^^I/^-5 1 F<h^ffiW^Si3^l^fe«^CD-^^^ 

2 4. lf^4IHic©#U^^ l^^HSfc«^0— gp^fflViS^t^m^-r 
^>lf^ 1 fBtcCDG^ >A^K^^Ml/-fey^"^>A°^HCDmRNACDSS^ 
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So 

25. wi 2mM<Dm*^m^^^t.&w$x£^-z>m>tm i umo)G5>>n 

5 tm 1 fB«<Z)G^>/\°^K^f£Ml/ir7^-<^B^^^ 

2 7. W«2 4|H*lc©3£**&*ffl^S^i:*^frSiS^18B®©G^ 

2 8. IS-AfcJM2 5fBf&©^:ft#&£/fH^c <h^#MiTSMlflSJ]i(I*3^^sf^ 

2 9. If «|2 7SH«S©^^U— — >^j£^ViT?#6n-5*gff^lSHtt© 
G^>/N°^K*SMl/ir^-^>/^S<D^a^^fb^ii-SYb^^7c«^- 

15 3 0. lf^JB2 8fHf!c<D^^ U— n>^^feSrfflViTf#Sn'5**ffllfiBltC*5^S 
If 1 fem<D G ^ >/\° ^ g^SI Zf? — ? > A 7 $ •BrS'fb^ 

3 i. if ^2 7gB«a>x^u— — >^fe*fflViTf#sn5«Sf*3®ifaKo 

G^>/^K^^Ml/^^-^>A°^M^^?l»^^^-fr^{b^*7c«-r 
20 <Z)^^-aWLX7^^IS^ 0 

3 2. W«2 8f2-K©X^7 V—->tf^fe&m^^&%no&Ml&Wk\Z&tfZ> 

3 3. W^l|B«fe(73G^>/^M±fcSMl/-ti^-5 7 >A^M ; fob<^c7)^ 
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K & «fc ^il^ft t ^r^M $ -arfc ±1£ <h © Jfc« "5 £ «h 1 14 
1 8IS«cDX^ u-->^& 0 

3 5. (i) ^IibfcU^>H^lf^lfBm©G^>A°^S^®MU-fey^- 
5 ^ W^Kfe b < «^-(D^^7c^l*« 3 s3$Jc<Z)gl^^^ H t> b < \**<Dmz 

mm $ t. , ( i i ) mgsfi b & u # > k & «t o^®^-^ ^wt^ 1 tats 

<£> G ^ >/\° i7 MPi&m UtZf? — ^ >A° ^ K fe b < te^<D±& £ 7C teltjR^ 3 IS® 

i iBtiScoG &>n? nmzm v^l ~?° $ >w n t> b < s « 

^iMWJ^>Hi fit l tafic© G ^ >A° ^ K#tt£3k J Wt^ - ^ > 
3 6. (i) ^MbfcU^f>F^lf*iillSi3c(Z)G^>/\ 0 ^K^tSMl/-fe^^- 

20 0lOX^U-->^fc 

37. (i) «»bfcU^>H&W^lfB«©G^>/ , «^H*!SMW"fe^*- 
^>A°^M^^T^>MM©flK®^«M$-ti-7^«-&ch, (i i) ^libTtU^T 
>H^J;^^^^lf^«lf3m^G^>/^K^^Ml/-k^-^>^^ 

3 8. (i) «a»bfcu^>H*a*^8?H«©^Kig^*«f*-r*c:^tc«t 
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umts&tcm&ii, (i i) mmvfz u #> F&^tfumit&wzBmm s 12 

-r^^i^^m^t-^ U#> K<hg*3&£ 1 l2ic«G^>A°^K^SSyi/-t:y^- 

3 9. (i) sf3t^ 1 |2icC0G^>/1^M^tSSk J l/-tr7 0 ^ — ^ >/\°^M^/r«-?- 
OlftSrfllttYfc-r S Yb^^fflf aJ< 1 I2ffi® G ^ >/\° y JC#&M !/t 7°?-$?> /\ a 
^M^#WT-5«{CMM^i±^4|^i, (i i) ff^l|2«©G^>/^K 

m £ , G ^ >/\° y figg i/t y ^ - * >/\° y K L- fcSJMS 

MS'tt^aij^b, it^-r-s di^m u #> h t$mm 1 i2«<z>g^ > 

4 0. l»^lf2tt©G^>/\^M^^Ml/-fey^-^>/\°/7MS7t«^-(0^^ 
&te©*IB/&fli fi^II L 7c G ^ >/\° y «ifc fgi y ^ _ -$7 > A /7 g $ ^ fc 

nz^-o Tt%i&m$K&fo<Dimmmizmm vtcGpynz ®±t i^-t -y^ — ^ > 
/ ^ sc izmm $ i±7cii^-{c*5^o , g ^ >'% o n&®m u-t??-? >/\° y « ^ 

^r-r^M^iJ^SttSrSM^U, itifciTS E £&&&£?%> U #> K tlf^JM 1 12 
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, AV7'l/7>'>» ^'>hv->^ PACAP, iZ^ l/5=->, t?Mzf>, tl)V 
i/b->. 7H>7^yaUX V7hX^>, GHRH, CRF, ACTH 
, GRP, PTH, VIP, V7hX^f>, b*-/\°=->, ^U>, 7 5U> 
, y^^^->, CGRP, P-f3h'JXX /0^l/7X^^>, 
5 7>^>, ho>^tX 7fVyX 7Fl/tUX dr^E 

, TRH, A^UTT'fy^^'J^MH, #^~>> U^X77fy> 
@g£fc«X:7^ >=f^> 1 - U >K"e**»*^3 9 £fcteltf^4 0|B«CDX 

10 4 2. |f^3 4~|f^4 l(D^rn^^fS«0)X^U-->^77^T-t#6n 
4 3. 4 ~|f ^4 1 (75ti-rn^^fE«c©X^U-->^ffi"ef#btl 

o 

U G ^ >A ^ M^tSM l/t 7°? - 9 > A° ^ R ^ttt^ £ t £#t£ ft 
25 4 7. W^ia4 4~|f^4 6 <0Ui*n*>fc8E*fc0** U — =L>#M*y h^ffl 

ij^>F<hf*^ii2m©G^>/^M*s§yi/-ti7^-^> 

4 8. fflf3&®4 4~W^4 6©Vi-rn^lCgBK©^^U-— >^ffl + y 




WO 02/22665 



WO 02/22665 



PCT/JPO 1/07X33 



96 



4 9 . SNc3B 1 2 fS$cCD|rL#: <h , gg^JH 1 13©© G ? > A 7 M& '&m V^L - 
* >/N° 7 Sf fe L < teffijfcE 3 ISfgc © ^ 7°5f FS/itt^i^lM^tSC 

5 0 . W^clS 1 2 BBttOStf*: <t , »^?S*3 «fc $ tlTcM « 1 15$!c© G ^ 
10 G^>/^M^^^I/il7^"^>/1^Kfeb< «IS^3|2®CD^^y^K 
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5.00 
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MVKSSETTSGNIAFIVELLKNISTDLSDNVTREKMKSYSEVANHILDTAAISNWAFIPNKNASSDLLQSVNL 
FARQLHI HNNSEN I VNELF I QTKGFH I NHNTSEKSLNFSMSMNNTTED I LGMVQ I PRQELRKL WPNASQA I S 
I AFPTLGA I LRE AHLQNVSLPRQVNGLVLSVVLPERLQE 1 1 LTFEK I NKTRNARAQCVGWHSKKRRWDEKAC 
Q.V.MLD I RNEVKCRCNYTS VVMSFS I LMS SKSMTDKVLDYI TC I GLSVS I LSL VLCL 1 1 EATVWSRVVVTE I S 
YMRHVC I VNI AVSLLTANVWF 1 1 GSHFN I KAQDYNMCVAVTFFSHFFYLSLFFWMLFKALL 1 1 YG I L V I FRR 
MMKSRMMVI GFA I GYGCPL 1 1 AVTTVAI TEPENGYMRPEACWLNWDNTKALLAFA IPAFVI VAVNL I WLVV 
AVNTQRPSIGSSKSQDVVIIMRISKNVAILTPLLGLTWGFGIATLIEGTSLTFHI IFALLNAFQVSSKRETF 
LCYSD* 
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m 5 



MKMKSQATMICCLVFFLSTECSHYRSKIHLKAGDKLQSPEGKPKTGRIQEKCEG 

PCISSSNCSQPCAKDFHGEIGFTCNQKKWQKSAETCTSLSVEKLFKDSTGASRLS 

VAAPSIPLHILDFRAPETIESVAQGIRKNCPFDYACITDMVKSSETTSGNIAFIVELL 

KNISTDLSDNVTPvEKMKSYSEVANHILDTAAISNWAFIPNKNASSDLLQSVNLFA 

RQLHIHNNSENIVNELFIQTKGFHPNHNTSEKSLNFSMSMNNTTEDILGMVQIPR 

QELRKLWPNASQAISIAFPTLGAILREAHLQNVSLPRQVNGLVLSVVLPERLQEII 

LTFEKINKTRNARAQCVGWHSKXRRWDEKACQMMLDIRNEVKCRCNYTSVV 

MSFSILMSSKSMTDKVLDYITCIGLSVSILSLVLCLIIEATVWSRVVVTEISYMRH 

VCrVNIAVSLLTAISrVWFIIGSHFNIKAQDYNMCVAVTFFSHFFYLSLFFWMLFKA 

LLIIYGILVIFRRMMKSRMMVIGFAIGYGCPLIIAVTTVAITEPENGYMRPEACWL 

NWDNTKALLAFAIPAFVrVAVNLIVVLVVAVNTQRPSIGSSKSQDVVIIMRISKNV 

AILTPLLGLTWGFGIATLIEGTSLTFHIIFALLNAFQVSSKRETFLCYSD* 
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MKMKSQATMICCLVFFLSTECSHYRSKIHLKAGDKLQSPEGKPKTGRIQEKCEG 

PCISSSNCSQPCAKDFHGEIGFTCNQKKWQKSAETCTSLSVEICLFKDSTGASRLS 

VAAPSIPLHILDFRAPETIESVAQGIRKNCPFDYACITDMVKSSETTSGNIAFIVEL 

LKNISTDLSDNVTREKMKSYSEVANHILDTAAISNWAFIPNKNASSDLLQSVNL 

FAR OT .HIHMNSF.NIVNFI .FTOTKnFRrsJlTNJTSEKSLNFSMSMNNTTEDILGMVQI 

PRQELRKLWPNASQAISIAFPTLGAILREAHLQNVSLPRQVNGLVLSVVLPERXQ 

EIILTFEKJNKTRNARAQCVGWHSKXRRWDEKACQMMLDIRNEVKCRCNYTS 

VVMSFSILMSSKSMTDKVLDYITCIGLSVSILSLVLCLIIEATVWSRVWTEISYM 

RHVCIVNIAVSLLTANVWFIIGSHFNIKAQDYNMCVAVTFFSHFFYLSLFFWML 

FKALLIIYGILVIFRRMMKSRMMVIGFAIGYGCPLIIAVTTVAITEPENGYMRPEA 

CWLNWDNTKALLAFAIPAFVrVAVNLIVVLVVAVNTQRPSIGSSKSQDVVIIMRI 

SKNVAILTPLLGLTWGFGIATLIEGTSLTFHIIFALLNAFQGFFILLFGTIMDHKIR 

DALRMRMSSLKGKSRAAENASLGPTNGSKLMNRQG* 
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SEQUENCE LISTING 

<I10> Takeda Chemical Industries, Ltd. 

<120> Novel G Protein-Coupled Receptor and its DNA 

<130> P2001-192PCT 

<150> JP 2000-280137 
<151> 2000-09-11 

<150> JP 2001-132920 
<151> 2001-04-27 

<160> 12 

<210> 1 
<211> 657 
<212> PRT 
<213> Human 

<400> 1 

Met Lys Met Lys Ser Gin Ala Thr Met He Cys Cys Leu Val Phe Phe 

5 10 15 

Leu Ser Thr Glu Cys Ser His Tyr Arg Ser Lys He His Leu Lys Ala 

20 25 30 

Gly Asp Lys Leu Gin Ser Pro Glu Gly Lys Pro Lys Thr Gly Arg He 

35 40 45 

Gin Glu Lys Cys Glu Gly Pro Cys He Ser Ser Ser Asn Cys Ser Gin 

50 55 60 

Pro Cys Ala Lys Asp Phe His Gly Glu He Gly Phe Thr Cys Asn Gin 
65 70 75 SO 



Lys Leu pile Lys Asp ser Jhr Gly Ala ser Arg Leu Ser Val Ala Ala 
100 105 110 
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Pro Ser He Pro Leu His lie Leu Asp Phe Arg Ala Pro Glu Thr lie 

115 120 125 

Glu Ser Val Ala Gin Gly He Arg Lys Asn Cys Pro Phe Asp Tyr Ala 

130 135 140 

Cys He Thr Asp Met Val Lys Ser Ser Glu Thr Thr Ser Gly Asn He 
145 150 155 160 

Ala Phe lie Val Glu Leu Leu Lys Asn He Ser Thr Asp Leu Ser Asp 

165 170 175 

Asn Val Thr Arg Glu Lys Met Lys Ser Tyr Ser Glu Val Ala Asn His 

180 185 190 

He Leu Asp Thr Ala Ala He Ser Asn Trp Ala Phe He Pro Asn Lys 

195 200 205 

Asn Ala Ser Ser Asp Leu Leu Gin Ser Val Asn Leu Phe Ala Arg Gin 

210 215 220 

Leu His He His Asn Asn Ser Glu Asn He Val Asn Glu Leu Phe He 
225 230 235 240 

Gin Thr Lys Gly Phe His He Asn His Asn Thr Ser Glu Lys Ser Leu 

245 250 255 

Asn Phe Ser Met Ser Met Asn Asn Thr Thr Glu Asp lie Leu Gly Met 

260 265 270 

Val Gin He Pro Arg Gin Glu Leu Arg Lys Leu Trp Pro Asn Ala Ser 

275 280 285 

Gin Ala He Ser He Ala Phe Pro Thr Leu Gly Ala He Leu Arg Glu 

290 295 300 

Ala His Leu Gin Asn Val Ser Leu Pro Arg Gin Val Asn Gly Leu Val 
305 310 315 320 

Leu Ser Val Val Leu Pro Glu Arg Leu Gin Glu He He Leu Thr Phe 

325 330 335 

Glu Lys He Asn Lys Thr Arg Asn Ala Arg Ala Gin Cys Val Gly Trp 

340 345 350 

His Ser Lys Lys Arg Arg Trp Asp Glu Lys Ala Cys Gin Met Met Leu 

355 360 365 

Asp He Arg Asn Glu Val Lys Cys Arg Cys Asn Tyr Thr Ser Val Val 

370 375 380 

Met Ser Phe Ser He Leu Met Ser Ser Lys Ser Met Thr Asp Lys Val 
385 390 395 400 
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Leu Asp Tyr He Thr 
405 

Val Leu Cys Leu He 
420 

Thr Glu He Ser Tyr 

435 

Ser Leu Leu Thr Ala 
450 

lie Lys Ala Gin Asp 

465 

His Phe Phe Tvr Leu 
485 

Leu He He Tyr Gly 
500 

Arg Met Met Val He 
515 

He Ala Val Thr Thr 

530 

Arg Pro Glu Ala Cys 
545 

Ala Phe Ala He Pro 
565 

Val Leu Val Val Ala 
580 

Lys Ser Gin Asp Val 
595 

He Leu Thr Pro Leu 
610 

Leu He Glu Gly Thr 

625 

Asn Ala Phe Gin Val 

645 



Cys He Gly Leu Ser Val 
410 

He Glu Ala Thr Val Trp 

425 

Met Arg His Val Cys He 
440 

Asn Val Trp Phe He He 
455 

Tyr Asn Met Cys Val Ala 
470 475 
Ser Leu Phe Phe Trp Met 
490 

He Leu Val He Phe Arg 
505 

Gly Phe Ala He Gly Tyr 
520 

Val Ala He Thr Glu Pro 

535 

Trp Leu Asn Trp Asp Asn 
550 555 
Ala Phe Val He Val Ala 
570 

Val Asn Thr Gin Arg Pro 

585 

Val He He Met Arg He 
600 

Leu Gly Leu Thr Trp Gly 
615 

Ser Leu Thr Phe His He 
630 635 
Ser Ser Lys Arg Glu Thr 

finO 



Ser I le Leu Ser Leu 
415 

Ser Arg Val Val Val 
430 

Val Asn He Ala Val 
445 

Gly Ser His Phe Asn 
460 

Val Thr Phe Phe Ser 
480 

Leu Phe Lys Ala Leu 
495 

Arg Met Met Lys Ser 
510 

Gly Cys Pro Leu He 
525 

Glu Asn Gly Tyr Met 
540 

Thr Lys Ala Leu Leu 
560 

Val Asn Leu He Val 
575 

Ser He Gly Ser Ser 
590 

Ser Lys Asn Val Ala 
605 

Phe Gly He Ala Thr 
620 

He Phe Ala Leu Leu 
640 

Phe Leu Cys Tyr Ser 
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<212> DNA 
<213> Human 

<400> 2 

atgaaaatga agtcccaggc aaccatgatt tgctgcttag tgttctttct gtccacagaa 60 
tgttcccact atagatccaa gattcaccta aaagctggag ataaacttca aagccctgaa 120 
gggaaaccca agactggaag gatccaagag aaatgcgaag gaccttgtat ttcttcttcc 180 
aactgcagcc agccctgtgc taaggacttt catggagaaa taggatttac atgtaatcaa 240 
aaaaagtggc aaaaatcagc tgaaacatgt acaagccttt ctgtggaaaa actctttaag 300 
gactcaactg gtgcatctcg cctttctgta gcagcaccat ctatacctct gcatattcta 360 
gactttcgag ctccagagac cattgagagt gtagctcaag gaatccgtaa gaactgcccc 420 
tttgattatg cctgcatcac tgacatggtg aaatcatcag aaacaacatc tggaaatatt 480 
gcatttatag tggagttatt aaaaaatatt tctacagact tgtctgataa tgttactcga 540 
gagaaaatga agagctatag tgaagtggcc aaccacatcc tcgacacagc agccatttca 600 
aactgggctt tcattcccaa caaaaatgcc agctcggatt tgttgcagtc agtgaatttg 660 
tttgccagac aactccacat ccacaataat tctgagaaca ttgtgaatga actcttcatt 720 
cagacaaaag ggtttcacat caaccataat acctcagaga aaagcctcaa tttctccatg 780 
agcatgaaca ataccacaga agatatctta ggaatggtac agattcccag gcaagagcta 840 
aggaagctgt ggccaaatgc atcccaagcc attagcatag ctttcccaac cttgggggct 900 
atcctgagag aagcccactt gcaaaatgtg agtcttccca gacaggtaaa tggtctggtg 960 
ctatcagtgg ttttaccaga aaggttgcaa gaaatcatac tcaccttcga aaagatcaat 1020 
aaaacccgca atgccagagc ccagtgtgtt ggctggcact ccaagaaaag gagatgggat 1080 
gagaaagcgt gccaaatgat gttggatatc aggaacgaag tgaaatgccg ctgtaactac 1140 
accagtgtgg tgatgtcttt ttccattctc atgtcctcca aatcgatgac cgacaaagtt 1200 
ctggactaca tcacctgcat tgggctcagc gtctcaatcc taagcttggt tctttgcctg 1260 
atcattgaag ccacagtgtg gtcccgggtg gttgtgacgg agatatcata catgcgtcac 1320 
gtgtgcatcg tgaatatagc agtgtccctt ctgactgcca atgtgtggtt tatcataggc 1380 
tctcacttta acattaaggc ccaggactac aacatgtgtg ttgcagtgac atttttcagc 1440 
cactttttct acctctctct gtttttctgg atgctcttca aagcattgct catcatttat 1500 
ggaatattgg tcattttccg taggatgatg aagtcccgaa tgatggtcat tggctttgcc 1560 
attggctatg ggtgcccatt gatcattgct gtcactacag ttgctatcac agagccagag 1620 
aacggctaca tgagacctga ggcctgttgg cttaactggg acaataccaa agccctttta 1680 
gcatttgcca tcccggcgtt cgtcattgtg gctgtaaatc tgattgtggt tttggttgtt 1740 
gctgtcaaca ctcagaggcc ctctattggc agttccaagt ctcaggatgt ggtcataatt 1800 
atgaggatca gcaaaaatgt tgccatcctc actccactgc tgggactgac ctggggtttt 1860 
ggaatagcca ctctcataga aggcacttcc ttgacgttcc atataatttt tgccttgctc 1920 
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aatgctttcc aggtaagttc caagagggag acttttctgt gttactccga c 1971 

<2I0> 3 
<211> 24 
<212> DNA 

<213> Art if icial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify DNA encoding TGR18-2 
<400> 3 

atgaaaatga agtcccaggc aacc 24 

<210> 4 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify DNA encoding TGR18-2 
<400> 4 

ctagtcggag taacacagaa aagt 24 

<210> 5 
<211> 695 
<212> PRT 
<213> Human 

<400> 5 

Met Lys Met Lys Ser Gin Ala Thr Met He Cys Cys Leu Val Phe Phe 

5 10 15 



''•■> A.«;i i.Vo Leu ii hi :>er i'ru ulu uiy Lys Pro Lys I'hr uly Arg lie 
35 40 45 
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Gin Glu Lys 
50 

Pro Cys Ala 
65 

Lys Lys Trp 

Lys Leu Phe 

Pro Ser He 
115 

Glu Ser Val 
130 

Cys He Thr 
145 

Ala Phe He 

Asn Val Thr 

He Leu Asp 
195 

Asn Ala Ser 

210 
Leu His He 
225 

Gin Thr Lys 
Asn Phe Ser 

Val Gin He 

275 

Gin Ala He 

290 
Ala His Leu 
305 

Leu Ser Val 



Cys Glu Gly Pro 
55 

Lys Asp Phe His 
70 

Gin Lys Ser Ala 

85 

Lys Asp Ser Thr 
100 

Pro Leu His He 

Ala Gin Gly He 
135 

Asp Met Val Lys 
150 

Val Glu Leu Leu 
165 

Arg Glu Lys Met 
180 

Thr Ala Ala He 

Ser Asp Leu Leu 
215 

His Asn Asn Ser 
230 

Gly Phe His He 
245 

Met Ser Met Asn 
260 

Pro Arg Gin Glu 

Ser He Ala Phe 

295 

Gin Asn Val Ser 
310 

Val Leu Pro Glu 

325 



Cys He Ser Ser Ser Asn Cys Ser Gin 
60 

Gly Glu He Gly Phe Thr Cys Asn Gin 
75 80 
Glu Thr Cys Thr Ser Leu Ser Val Glu 

90 95 
Gly Ala Ser Arg Leu Ser Val Ala Ala 

105 110 
Leu Asp Phe Arg Ala Pro Glu Thr He 
120 125 
Arg Lys Asn Cys Pro Phe Asp Tyr Ala 
140 

Ser Ser Glu Thr Thr Ser Gly Asn He 
155 160 
Lys Asn He Ser Thr Asp Leu Ser Asp 

170 175 
Lys Ser Tyr Ser Glu Val Ala Asn His 

185 190 
Ser Asn Trp Ala Phe He Pro Asn Lys 
200 205 
Gin Ser Val Asn Leu Phe Ala Arg Gin 
220 

Glu Asn He Val Asn Glu Leu Phe He 
235 240 
Asn His Asn Thr Ser Glu Lys Ser Leu 

250 255 
Asn Thr Thr Glu Asp He Leu Gly Met 

265 270 
Leu Arg Lys Leu Trp Pro Asn Ala Ser 
280 285 
Pro Thr Leu Gly Ala He Leu Arg Glu 
300 

Leu Pro Arg Gin Val Asn Gly Leu Val 
315 320 
Arg Leu Gin Glu He He Leu Thr Phe 
330 335 
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Glu Lys He Asn Lys Thr Arg Asn Ala Arg Ala Gin Cys Val Gly Trp 

340 345 350 

His Ser Lys Lys Arg Arg Trp Asp Glu Lys Ala Cys Gin Met Met Leu 

355 360 365 

Asp He Arg Asn Glu Val Lys Cys Arg Cys Asn Tyr Thr Ser Val Val 

370 375 380 

Met Ser Phe Ser He Leu Met Ser Ser Lys Ser Met Thr Asp Lys Val 
385 390 395 400 

Leu Asp Tyr He Thr Cys He Gly Leu Ser Val Ser He Leu Ser Leu 

405 410 415 

Val Leu Cys Leu He He Glu Ala Thr Val Trp Ser Arg Val Val Val 

420 425 430. 

Thr Glu He Ser Tyr Met Arg His Val Cys He Val Asn He Ala Val 

435 440 445 

Ser Leu Leu Thr Ala Asn Val Trp Phe He He Gly Ser His Phe Asn 

450 455 460 

He Lys Ala Gin Asp Tyr Asn Met Cys Val Ala Val Thr Phe Phe Ser 
465 470 475 480 

His Phe Phe Tyr Leu Ser Leu Phe Phe Trp Met Leu Phe Lys Ala Leu 

485 490 495 

Leu He He Tyr Gly He Leu Val He Phe Arg Arg Met Met Lys Ser 

500 505 510 

Arg Met Met Val He Gly Phe Ala He Gly Tyr Gly Cys Pro Leu He 

515 520 525 

He Ala Val Thr Thr Val Ala He Thr Glu Pro Glu Asn Gly Tyr Met 

530 535 540 

Arg Pro Glu Ala Cys Trp Leu Asn Trp Asp Asn Thr Lys Ala Leu Leu 
545 550 555 560 

Ala Phe Ala He Pro Ala Phe Val He Val Ala Val Asn Leu He Val 

565 570 575 

Val Leu Val Val Ala Val Asn Thr Gin Arg Pro Ser He Gly Ser Ser 



lie Li'u Thr Pro Leu Uu Gly leu Thr Trp Gly Phe Gly lie Ala Thr 



580 



610 



615 



620 
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Leu He Glu Gly Thr Ser Leu Tiir Phe His He He Phe Ala Leu Leu 
625 630 635 640 

Asn Ala Phe Gin Gly Phe Phe He Leu Leu Phe Gly Thr He Met Asp 

645 650 655 

His Lys He Arg Asp Ala Leu Arg Met Arg Met Ser Ser Leu Lys Gly 

660 665 670 

Lys Ser Arg Ala Ala Glu Asn Ala Ser Leu Gly Pro Thr Asn Gly Ser 

675 680 685 

Lys Leu Met Asn Arg Gin Gly 
690 695 

<210> 6 
<211> 2085 
<212> DNA 
<213> Human 

<400> 6 

atgaaaatga agtcccaggc aaccatgatt tgctgcttag tgttctttct gtccacagaa 60 

tgttcccact atagatccaa gattcaccta aaagctggag ataaacttca aagccctgaa 120 

gggaaaccca agactggaag gatccaagag aaatgcgaag gaccttgtat ttcttcttcc 180 

aactgcagcc agccctgtgc taaggacttt catggagaaa taggatttac atgtaatcaa 240 

aaaaagtggc aaaaatcagc tgaaacatgt acaagccttt ctgtggaaaa actctttaag 300 

gactcaactg gtgcatctcg cctttctgta gcagcaccat ctatacctct gcatattcta 360 

gactttcgag ctccagagac eattgagagt gtagctcaag gaatccgtaa gaactgcccc 420 

tttgattatg cctgcatcac tgacatggtg aaatcatcag aaacaacatc tggaaatatt 480 

gcatttatag tggagttatt aaaaaatatt tctacagact tgtctgataa tgttactcga 540 

gagaaaatga agagctatag tgaagtggcc aaccacatcc tcgacacagc agccatttca 600 

aactgggctt tcattcccaa caaaaatgcc agctcggatt tgttgcagtc agtgaatttg 660 

tttgccagac aactccacat ccacaataat tctgagaaca ttgtgaatga actcttcatt 720 

cagacaaaag ggtttcacat caaccataat acctcagaga aaagcctcaa tttctccatg 780 

agcatgaaca ataccacaga agatatctta ggaatggtac agattcecag gcaagagcta 840 

aggaagctgt ggccaaatgc atcccaagcc attagcatag ctttcccaac cttgggggct 900 

atcctgagag aagcccactt gcaaaatgtg agtcttccca gacaggtaaa tggtctggtg 960 

ctatcagtgg ttttaccaga aaggttgcaa gaaatcatac tcaccttcga aaagatcaat 1020 

aaaacccgca atgccagagc ccagtgtgtt ggctggcact ccaagaaaag gagatgggat 1080 

gagaaagcgt gccaaatgat gttggatatc aggaacgaag tgaaatgccg ctgtaactac 1140 
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accagtgtgg tgatgtcttt ttccattctc atgtcctcca aatcgatgac cgacaaagtt 1200 

ctggactaca tcacctgcat tgggctcagc gtctcaatcc t aagc t tggt tctttgcctg 1260 

atcattgaag ccacagtgtg gtcccgggtg gttgtgacgg agatatcata catgcgtcac 1320 

gtgtgcatcg tgaatatagc agtgtccctt ctgactgcca atgtgtggtt tatcataggc 1380 

tctcacttta acattaaggc ccaggactac aacatgtgtg ttgcagtgac atttttcagc 1440 

cactttttct acctctctct gtttttctgg atgctcttca aagcattgct catcatttat 1500 

ggaatattgg tcattttccg taggatgatg aagtcccgaa tgatggtcat tggctttgcc 1560 

attggctatg ggtgcccatt gatcattgct gtcactacag ttgctatcac agagccagag 1620 

aacggctaca tgagacctga ggcctgttgg cttaactggg acaataccaa agccctttta 1680 

gcatttgcca tcccggcgtt cgtcattgtg gctgtaaatc tgattgtggt tttggttgtt 1740 

gctgtcaaca ctcagaggcc ctctattggc agttccaagt ctcaggatgt ggtcataatt 1800 

atgaggatca gcaaaaatgt tgccatcctc actccactgc tgggactgac ctggggtttt 1860 

ggaatagcca ctctcataga aggcacttcc ttgacgttcc atataat tt t tgcct tgctc 1920 

aatgctttcc agggtttttt catcctgctg tttggaacca ttatggatca caagataaga 1980 

gatgctttga ggatgaggat gtcttcactg aaggggaaat cgagggcagc tgagaatgca 2040 

tcactaggcc caaccaatgg atctaaatta atgaatcgtc aagga 2085 

<210> 7 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify DNA encoding TGR18-3 



<400> 7 

tcatccttga cgattcatta atttag 



26 



<210> 8 
<211> 22 
<212> DNA 



\m> Primer TGK1STQF 
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<400> 8 

ggcaagagct aaggaagctg tg 22 

<210> 9 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer TGR18TQR 
<400> 9 

caccagacca tttacctgtc tgg 23 

<210> 10 
<211> 30 
<212> DNA 

<213> Artificial Seauence 
<220> 

<223> Probe TGR18TQP for TaqMan PCR 
<400> 10 

ctatcctgag agaagcccac ttgcaaaatg 30 

<210> 11 
<211> 509 
<212> PRT 
<213> Human 

<400> 11 

Met Val Lys Ser Ser Glu Thr Thr Ser Gly Asn He Ala Phe He Val 

15 10 15 

Glu Leu Leu Lys Asn lie Ser Thr Asp Leu Ser Asp Asn Val Thr Arg 

20 25 30 

Glu Lys Met Lys Ser Tyr Ser Glu Val Ala Asn His He Leu Asp Thr 
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35 



40 



45 



Ala Ala He Ser Asn Trp Ala Phe He Pro Asn Lys Asn Ala Ser Ser 

50 55 60 

Asp Leu Leu Gin Ser Val Asn Leu Phe Ala Arg Gin Leu His He His 
65 70 75 80 

Asn Asn Ser Glu Asn He Val Asn Glu Leu Phe He Gin Thr Lys Gly 

85 90 95 

Phe His He Asn His Asn Thr Ser Glu Lys Ser Leu Asn Phe Ser Met 

100 105 110 

Ser Met Asn Asn Thr Thr Glu Asp He Leu Gly Met Val Gin He Pro 

115 120 125 

Arg Gin Glu Leu Arg Lys Leu Trp Pro Asn Ala Ser Gin Ala He Ser 

130 135 140 

He Ala Phe Pro Thr Leu Gly Ala He Leu Arg Glu Ala His Leu Gin 
145 150 155 160 

Asn Val Ser Leu Pro Arg Gin Val Asn Gly Leu Val Leu Ser Val Val 

165 170 175 

Leu Pro Glu Arg Leu Gin Glu lie lie Leu Thr Phe Glu Lys He Asn 

180 185 190 

Lys Thr Arg Asn Ala Arg Ala Gin Cys Val Gly Trp His Ser Lys Lys 

195 200 205 

Arg Arg Trp Asp Glu Lys Ala Cys Gin Met Met Leu Asp He Arg Asn 

210 215 220 

Glu Val Lys Cys Arg Cys Asn Tyr Thr Ser Val Val Met Ser Phe Ser 
225 230 235 240 

He Leu Met Ser Ser Lys Ser Met Thr Asp Lys Val Leu Asp Tyr He 

245 250 255 

Thr Cys He Gly Leu Ser Val Ser He Leu Ser Leu Val Leu Cys Leu 

260 265 270 

He He Glu Ala Thr Val Trp Ser Arg Val Val Val Thr Glu He Ser 

275 280 285 

Tyr Met Ar? His Val Cys Tie Val Asn Tie Ala Val Ser Ten Ton Thr 



3uo 3 1U o 15 32u 

Asp Tyr Asn Met Cys Val Ala Val Thr Phe Phe Ser His Phe Phe Tyr 
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Leu Ser Leu 

Gly He Leu 
355 

He Gly Phe 

370 
Thr Val Ala 

385 

Cys Trp Leu 

Pro Ala Phe 

Ala Val Asn 
435 

Val Val He 

450 
Leu Leu Gly 
465 

Thr Ser Leu 
Val Ser Ser 



325 
Phe Phe 
340 

Val He 

Ala He 

lie Thr 

Asn Trp 
405 
Val He 
420 

Thr Gin 

He Met 

Leu Thr 

Thr Phe 
485 
Lys Arg 
500 



Trp Met 

Phe Arg 

Gly Tyr 
375 
Glu Pro 
390 

Asp Asn 

Val Ala 

Arg Pro 

Arg He 
455 
Trp Gly 
470 

His He 



330 

Leu Phe Lys Ala 

345 

Arg Met Met Lys 
360 

Gly Cys Pro Leu 

Glu Asn Gly Tyr 
395 

Thr Lys Ala Leu 
410 

Val Asn Leu He 
425 

Ser He Gly Ser 
440 

Ser Lys Asn Val 



Phe Gly He Ala 
475 

He Phe Ala Leu 
490 

Glu Thr Phe Leu Cys Tyr 
505 



Leu Leu He 

350 

Ser Arg Met 

365 
He He Ala 
380 

Met Arg Pro 
Leu Ala Phe 

Val Val Leu 

430 

Ser Lys Ser 

445 
Ala He Leu 
460 

Thr Leu He 
Leu Asn Ala 
Ser Asp 



335 

He Tyr 

Met Val 

Val Thr 

Glu Ala 
400 
Ala He 
415 

Val Val 

Gin Asp 

Thr Pro 

Glu Gly 
480 
Phe Gin 

495 



<210> 12 
<211> 1527 
<212> DNA 
<213> Human 



<400> 12 

atggtgaaat catcagaaac aacatctgga 
aatatttcta cagacttgtc tgataatgtt 
gtggccaacc acatcctcga cacagcagcc 
aatgccagct cggatttgtt gcagtcagtg 
aataattctg agaacattgt gaatgaactc 
cataatacct cagagaaaag cctcaatttc 



aatattgcat ttatagtgga gttattaaaa 60 

actcgagaga aaatgaagag ctatagtgaa 120 

atttcaaact gggctttcat tcccaacaaa 180 

aatttgtttg ccagacaact ccacatccac 240 

ttcattcaga caaaagggtt tcacatcaac 300 

tccatgagca tgaacaatac cacagaagat 360 
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atcttaggaa tggtacagat tcccaggcaa 
caagccatta gcatagcttt cccaaccttg 
aatgtgagtc ttcccagaca ggtaaatggt 
ttgcaagaaa tcatactcac cttcgaaaag 
tgtgttggct ggcactccaa gaaaaggaga 
gatatcagga acgaagtgaa atgccgctgt 
attctcatgt cctccaaatc gatgaccgac 
ctcagcgtct caatcctaag cttggttctt 
cgggtggttg tgacggagat atcatacatg 
tcccttctga ctgccaatgt gtggtttatc 
gactacaaca tgtgtgttgc agtgacattt 
ttctggatgc tcttcaaagc attgctcatc 
atgatgaagt cccgaatgat ggtcattggc 
attgctgtca ctacagttgc tatcacagag 
tgttggctta actgggacaa taccaaagcc 
attgtggctg taaatctgat tgtggttttg 
attggcagtt ccaagtctca ggatgtggtc 
atcctcactc cactgctggg actgacctgg 
acttccttga cgttccatat aatttttgcc 
agggagactt ttctgtgtta ctccgac 



gagctaagga agctgtggcc aaatgcatcc 420 
ggggctatcc tgagagaagc ccacttgcaa 480 
ctggtgctat cagtggtttt accagaaagg 540 
atcaataaaa cccgcaatgc cagagcccag 600 
tgggatgaga aagcgtgcca aatgatgttg 660 
aactacacca gtgtggtgat gtctttttcc 720 
aaagttctgg actacatcac ctgcattggg 780 
tgcctgatca ttgaagccac agtgtggtcc 840 
cgtcacgtgt gcatcgtgaa tatagcagtg 900 
ataggctctc actttaacat taaggcccag 960 
ttcagccact ttttctacct ctctctgttt 1020 
atttatggaa tattggtcat tttccgtagg 1080 
tttgccattg gctatgggtg cccattgatc 1140 
ccagagaacg gctacatgag acctgaggcc 1200 
cttttagcat ttgccatccc ggcgttcgtc 1260 
gttgttgctg tcaacactca gaggccctct 1320 
ataattatga ggatcagcaa aaatgttgcc 1380 
ggttttggaa tagccactct catagaaggc 1440 
ttgctcaatg ctttccaggt aagttccaag 1500 

1527 
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